(12) INTiaiNATIONAL APPUCATION PUBUOTEO UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) Worid lotdlectual Property Oi^anizaUoo 
Intieniational Bureau 

(43) loternational Roblicatioo Date 
15 March 2001 (15.03^001) 




iiDiiisiiiiiiiiiiiiiiie 



(10) Intematiooai Pubficatioii Number 

PCX wo 01/17982 Al 



(51) iDteroatiooai Pliteat CiassificatioD^: C07D 277/24, 

A61K31/16,31/33.A61P31>DO.C07D 417/12.307/80, ' 
333/56. 207/32, 409/04. 279/34. C07C 31 1/46. C07D 
233/22, 295/08. 277/62, 209/4« 

(21) lotematiooai AppUcatioo Number: PCT/EP0(V08487 

(22) International FiUog Date: 31 August 2000 (31.08.2000) 



(25) Filing Language: 
(2Q Pubtication Language: 



English 
English 



(30) Priority Data: 

9920872.0 4 September 1999 (04.09.1999) GB 

(71) Applicants (for all designated States except US)i GLAXO 
GROUP LIMITED (GB/GB); Glaxo Wellcome House. 
Berkeley Avenue. Greenford, Middlesex UB6 ONN (GB). 
PLINETTI, Pascal, Maurice^ Charles [FR/FR]; Labo- 
ratoire Glaxo Wellcome, Centre de Recben:bes. Zj\. de 
Conraboeuf, 25, avenue de (^u£bec, P-91940 Les Ulis (PR). 

(72) Inventors; and 

(75) Invcntors/AppUcants (for US only): ANDREWS, 
Clarence, Webster [USAJS]; Glaxo Wellcome Inc., Rve 
Moore Drive, Research Triangle Park, NC 27709 (US). 
CHAN, Joseph, Mowing [USAJS]; Glaxo Wellcome Inc. 
Five Moore Drive. Research Triangle Park, NC 27709 
(US). FREEMAN, George, Andrew [USAJSJ; Glaxo 
WelJconje Inc., Rve Moore Derive, Research Triangle Park, 
NC 27709 (US). ROMINES, Karen, Rene fUSrtJS]; 



Glaxo WeDcome Inc., Rve Moore Ehrive. Research Tri- 
angle Paat, NC 27709 (US). TIDWELL, Jeffrey, H. 
[USAJS]; Glaxo Wellcome Inc., Five Mooie Drive. Re- 
search Triangle P&ik. NC 27709 (US). 

(74) Agent: dUWLEY, Karen; Glaxo Wellcome pic. Berke- 
ley Avenue. Greenford, Middlesex UB6 (HW (GB). 

(81) Designated States (national): AE. AG, AL, AM, AT. AU, 
AZ. BA, BB. BG. BR, BY. BZ, CA, CH. CN. CR, CU, CZ, 
DE, DK, DM. DZ. EE, ES. H, GB. GD. Cffi, GH, GM. HR, 
HU, ID. IL, m, IS. JP, KE, KG, KP, KR, KZ, LC. LK, LR. 
LS, LT. LU. LV. MA. MD, MO. MK. MN, MW, MX, MZ. 

NO. NZ, PU FT. RO. RU. SD, SB. SG, SI. SK. SL. Tl, TM. 
TR, TT. TZ. UA, UG, US. UZ. VN. YU. ZA, ZW. 

(84) Designated States (regional): ARIPO patent (<3rH. GM. 
KE, LS. MW, MZ, SD. SU SZ, TZ, UG, ZW), Enrasiari 
patent ( AM. AZ. B Y. KG, KZ. MD. RU, TJ. TM), European 

patent (AT, BE. CH. CY. DE, DK. ES, H, FR, GB. GR. DB, 
rr, LU, MQ NL, PT. SBX OAPI patent (BF, BJ. CP, CG, 

a, CM. GA, GN, GW, ML, MR, NE, SN, TD. TC). 
Published: 

— Hlth international search report 

— Before the expiration of the time limit for amending the 
claims and to be republished in the event <f receqtt of 
amendments. 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations*' appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



(54) rule: BENZOPHENONES AS INfflBlTORS OF REVERSE TRANSCRIPTASE 



00 



o 




a) 



(57) Abstract: The present invention includes benzophenone compounds (I) which are useful in the treauncnt of HIV infections. 
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Benzophenones As Inhibitors of Reverse Transcriptase 
^ BacJ^gronnd of the Invention 

The human immuhodeficiency virus ("HTV") is the causative agent for acquired 
immunodeficiency syndrome CAIDS"), a disease characterized by the destruction of the 
10 immune system, particularly of CD4* T-ceUs, with attendant susceptibiUty to opportunistic 
infections, and its precursor AIDS-related complex ("ARCO, a syndrome characterized by 
symptoms such as persistoit generaUzed lymphadenopathy, fever and weight loss. HIV is 
a retrovinis; the conversion of its RNA to DNA is accomplished through the action of the 
enzyme reverse transcriptase. Compounds that inhibit the fanction of reverse transcriptase 
15 inhibit replication of HIV in infected cells. Such compounds are useful in the prevoition 
or treatmrat of HIV infection in humans. 

Non-nucleoside rev^ transcriptase inhibitors (NNRTIs), in addition to the 
nucleoside reverse transcriptase inhibitors gained a definitive place in the treatment of 
mv-l infections. The NNRTIs interact with a specific site of HIV- 1 reverse transcriptase 
that is closely associated with, but distinct fiora, the NRTI binding site. NNRTIs, 
however, are notorious for r^idly eliciting resistance due to mutations of the amino acids 
surrounding the NNRTI-binding site (E. De Clercq, 77 Famaco 54, 26-45, 1 999). Failure 
of long-term efficacy of NNRTIs is often associated with the emergence of drug-resistant 
virus sti^ns (J. Balzarini. Biochemical Pharmacology, Vol 58, 1-27, 1999). Moreover, 
the mutations that appear in the reverse transcriptase enzyme frequently result in a 
decreased soisitivity to other reverse transcriptase iiAibitois, which results in cross- 
resistance. 

JP 59181246 disclosed certain benzophenones useful as anticancer agents. Certain 
benzophenone derivatives as inhibitors of HTV- 1 reverse transriptase were disclosed in 
Wyatt et al. (J. Med. Chem. 38:1657-1665, 1995). However, these compounds were 
primarily active against wild-type HIV-1 reverse transcriptase, rapidly induced resistant 
virus, and were inactive against a common resistant strain. 

We have now discovered that the compounds of the present invention are useful as 
inhibitors of both wild ^e and mutant variants of HIV reverse transcriptase. 
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iption of the Invention 

A first aspect of the invention features compounds of fonnula I. lA, IB. IC. ID. II, m. 
and IV. These compounds are useful in the inhibition of HIV reveree transcriptase' 
particularly its resistant varieties, the prevention of infection by HIV. the treatment'of 
infection by HIV ami in the treatment of AIDS and/or ARC. either as compounds, 
pharmaceutically acceptable salts or pharmaceutical composition ingredients. A second 
aspect of the invention feati«es methods of treating AIDS, methods of preventing infection 
by mv. and methods of treating infection by HIV as monothenipy or in combination with 
other antivirals. anti-infectives. immunomodulators. antibiotics or vaccines. A third aspect 
of the invention featiires pham^ceutical compositions comprising the above:mentioned 
compoumls and which are suitable for the prevention or treatinent of HIV infection. A 
15 fourth aspect of the invention featiires processes for makmg tiie above-mentioned 
compounds. 
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Detailed Description of the Invention 

Tbe present invention relates to compounds of formula I. lA. IB, IC. ID, fl. m. IV and 
combinations thereof, or phamiaceutically acceptable salts thereof b the inhibition of 
mv reverse tianscriptase and its resistant varieties, the prevention or treatinent of 
infection by HIV and in the tieatinent of the resulting acquired immune deficiency 
syndrome (AIDS). 



The present invention feahtres compounds of fonnula 



(I) 




wherein: ^ ' ^ 



X is C, O. or N; 

R' is C,:8alkyl; Ca^cycloalkyl; Q,„aryl which may be optionally substituted with one 
more substiUzents selected fiom the group consisting of halogen. -CF3. C.,,alkyl. 



or 
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C.^lamino, alkoxy. CwcycloalkylCj^salkenyl. auaiylCz^enyl. -CN. -NO2 - 
NH^ -SR^ -S(0).R^ -S(0)R'. -S(0)aR\ -C(0)R'. C«alkenyl which may be' 
optionally substituted with a substituent selected &om the group consisting of hydroxy, 
halogen, aiyl. and hetaocycle. and C^^alkynyl which may be optionaUy substituted 
with a substituent selected fiom the group consisting of hydroxy, halogen, aiyl. C3. 
6cycloalkyl, and heterocycle; or hetCTocycle. optionally substituted with one or more 
substituoits selected from the group consisting of halogen, C^alkyl. -CN, Cs-uaiylC,- 
gallcyl and h^oocycle; 

R* is C^aUcyl, optionally substituted with one or more substituents selected fiom 
the group consisting of hydroxy, halogen,. -CF3, aryl, and heterocycle; 

R' is C,.8 alkyl. optionally substituted with one or more substifaients selected fiom 
the group consisting of hydroxy, halogen, aryl. C^cycloalkyl and heterocycle; -NH^; 
or heterocycle; 

R . is hydrogen, halog«i, or Ci ^alkyl; 

R and R are independently hydrogen; hydroxy; heterocycle optionally substituted with 
one or more substituents selected from the group consisting of 0x0, hydroxy, 
hydroxyC,4,alkyl, halogen, CMalkyl, -OR' ', -S(0)2NRV, and -SR'»N(R'«)2; or Ce. 
Maryl substituted witii one or more substituents selected fiom the group consisting of 
hydroxy, halogen, -CF3, Cn^alkyl, hydroxyC^alkyl, -CN, -NO2, C.^alkylamino, 
heterocycleC,4,alkyI. -C(0)NH2. -S(0)R', -SiOhK', -C(0)R^ -NS(0)2R'. 
-S(0)2NR«R' . -S(0)2NHR". .S(OhR", -S(0)2NR'eOR". -S(0)2NHC0R". 
-S(0)2[C0R"i, wherein n is 1, 2, or 3. -OR" , -0R"0R". -C(0)R", -C(0)NR", 
-C(0)OR", -NR". -NC(0)R". heterocycleCj^kenyl. heterocycle which may he 
optionally substituted with one or more substituents selected from Uie group consisting 
of 0x0. C^ralkyl. and C(0X)R' and C.^alkyl which may be optionally substituted 
wifli one or more substittients selected fitim the group consisting of -CN and 
heterocycle. optionally substituted with -C(0)R"; provided that R' and R^ camiot both 
be hydrogen or hydroxy; 



R*and R» are independently sele6ted from the group consisting of hydrogen, Gj. 
6cycloalkyI, CMalkyl optionally substituted with one or more substitiients selected 
fiom the group consisting of 0x0. heterocycle. CN and C^^aiyl optionally substituted 
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with alkoxy, C,4j aJkylamino, C^jalkylheterocycle, heterocycle, heterocycleC^jalkyl, 
Cj^ycIoalkylCi^alkyl, and Cj^ycloalkyl; 
R'° is Ci^alkyl; 

R' ' is CMElkyl, optionally substituted with one or more substituents selected fiom 
the group consisting of hydrogen, hydroxy, halogen, C^alkyl, C„cycloalkyI, alkoxy, 
-S(0)2NR*R', NCONH2, and heterocycle optionally substituted with one or more 
substituents selected fiom the group consisting of 0x0, hydroxy, and Ci^alkyl; 
heterocycle optionally substituted with hetCTocycIeCj^ialkyl; or Cc-Maiyl optionally 
substituted with sJkoxy; 

is hydrogen, halogen, C^alkyl, -NO2, -NH2, C^alkylamino, CF3, or alkoxy; 
or a phannaceutically accq)table derivative thereof, 
provided that 

(a) when X is N; R' is .Ce-Maryl substituted with halogen; R^ and R' are hydrogen; R^ 
is halogen; R" cannot be heterocycle substituted with Ci^alkyl; 

(b) when X is C; R^ is hydrogen, halogen or Cwalkyl; R^ is hydrogen; R" is Cs-uaiyl 
substituted with halogen, hydroxy, or C,^,alkyl; is hydrogen, halogen. C.^alkyl. or 
alkoxy; then R' cannot be C,^,alkyl, Cj^ylcoalkyl. or Cg-uaryl substituted with halogen, 
Ci^alkyl, alkoxy, or Ce-uarylCwalkenyl; and 

(c) when X is C; R^ is hydrogen or alkyl, R^ is hydrogen, R* is Cft-waiyl substituted 
with halogen. CN. C.^alkyl. or -NO2; R* is hydrogen, -NO2 or NH2. then R' camiot be C.o- 
14 aryl substituted with alkoxy. 

Preferred compounds of formula (I) are those wheiem X is O. 

More preferred compounds of formula (I) are those wherein X is O; R' is Ce-uaryl 
substituted with one or more substituents selected from the group consisting of halogen, 
-CF3, Ci^alkyl, -CN, -SR*. -S(0)2R'; or heterocycle, optionally substituted with one or 
more substituents selected from the group consisting of Ci^jalkyl. -CN. and Cfi-MarylC,. 
galkyl; is Ci^alkyl, optionally substituted with halogen; R' is Ci^g alkyl optionally 
substituted with one or more substituents selected from the group consisting of hydroxy; 
-NH2. or heterocycle; R^ is hydrogen; R^ is hydrogen or C,4j alkyl; R* is heterocycle. 
optionally substituted with one or more substituents selected from the group consisting of 
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oxo, haJogen. Cwalkyl, -OR' ' and -SK'^NCR'^h. S(0)2NR V; or a.^aiyl substituted with 
wie or more substituraits selected from the group consisting of hydroxy, halogen, -CFj, Ci- 
sallgrl, hydroxyC^alkyl, -CN, -NO2, -C(G)NH2. -S(0)R'. -S(0)2R\ -S(0)2NR«R^ -OR' ', 
-C(0)NR". -C(0)OR", -NR", .NC(0)R", and heterocycle which may be optionally 
substituted with one or more substituents selected from the group consisting of 0x0, d. 
galkyi and heterocycleC,^aIkyI; R'and R' are the same or different and are selected from 
the group consisting of hydrogen, C,^,alkyl, Ci^alkylhetaocycle, heterocycle, and C3- 
ecycloalkyl; R'* is Cgalkyl; R" is C.^ilkyl. optionaUy substituted with -SOjNR'R*; and 
R* is halogen or -NO2; or a phaimaceutically accq)table derivative thereof. 

More prefened compounds of formula (I) are those wherein X is O; R' is Ce-uaryl 
substituted with one or more substituents selected from the group consisting of halogen, 
-CFj, Cgalkyl, and -CN; R^ and R^ are hydrogen; R* is Cs-waryl substituted with one or 
more substituents selectedfrom the group consisting of halogen, Ci.«alkyl, -CN, -NO2. 
-S(0)R^ -S(0)2R'. -NS(0)2R\ wherein R' is -mr. and R* is halogen; or a 
pharmaceutically accq>table derivative thereof. 

More preferred compounds of formula (I) are tiiose v^eieui X is O; R' is Ce-uary 1 
which may be optionaUy substituted with one or more substituents selected from the group 
Axmsisdng of halogen. Cgalkyl, CFj, -CN; R' and R' are hydrogen; R'* is Cs-uaryl 
substituted with one or more substituents selected from the group consisting of Ci-galkyl 
and S(0)2NR*R', whisrein R«and R' are indqjendently selected from tiie group consisting 
of hydrogen, C3.6cycloalkyl, C.^jalkyl optionally substituted with one or more substituents 
selected from the group consisting of 0x0, heterocycle, CN and Ce-waryl optionally 
substituted with alkoxy, C,^ alkylamino, C,^,alkylheterocycle, heterocycle, heterocycleC,. 
galkyi, C3-6cycloalkylC|.8aIkyl, and CMcycloalkyl. 



OUier preferred compounds of foiroula (I) are those wherein R' is Cs-uaryl substituted 
with one or more substituents selected from the group consisting of halogen, 
-CFj, Csalkyl, and -CN; R^ and r' are hydrogen; R" is Ce-uaiyl substituted with one or 
more substituents selected from the group consisting of halogen. C|.8alkyl, -CN, -NO2, 
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-S(0)R^ -S(0)2R\ -NS(0)2R\ wherein is -NHz; and R^ is halogen; or a 
phannaceutically acceptable derivative thereof provided that when X is C; R^ and R^ are 
hydrogen; R* is G6-i4aryI substituted with halogen, CN, Ci^alkyU -NO2; and R^ is 
halogen, thai R* cannot be Cs-ioaryl substituted with alkoxy. 

In another aspect of the present invration compounds of formula (lA) are disclosed: 




(lA) 

wherein: 

X is CO, or N; 

R' is C^uaryl which may be optionally substituted with one or more substitumtis selected 
from the group consisting of halogen, -CF3, Ci^alkyl, Ci^galkylamino, alkoxy, C3- 
6cycloalkylC2^enyl, C6.i4aiylC2^alkenyl, -CN, -NO2, -NH2. -SR^ -S(0)2R^ 
-S(0)R\ -S(0)2R\ -C(0)R^ C2^enyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle and C2^kynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halog^, aryl, C3-6cycloaIkyl, and 
heterocycle; 

R^ is Ci^alkyl optionally substituted with one or more substituents selected from 
the group consisting of hydroxyl, halogen, -CF3, aryl, and heterocycle; 

R IS alkyl, optionally substituted with one or more substitumts selected from 
the group consisting of hydroxy, halogen, aryl, Cs^cycloalkyl and heterocycle; -NH2; 
or heterocycle;. 



R is hydrogen, halogen, or Ci^alkyl; 
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is hydrogen; 

is Ce-uaryl substituted with one or more substituents selected from the group consisting 
of hydroxy, halogai, -CFa. Ci^alkyl, hydroxyCi^alkyl, -CN, -NO2, Ci^alkylamino, 
heterocycleCMalkyl, -C(0)NH2, -S(0)R^ -S(0)2R^ -C(0)R\ -NS(0)2R\ 
-S(0)2NR*R^ , -S(0)2NHR'', -S(0)2R", -S(0)2NR^C0R*\ S(0)2NHC0R", 
-S(0)2[C0R' ']„ wherein n is 1 . 2, or 3, -OR' ' , -0R"0R' \ .C(0)R' -C(0)NR' \ 
-C(0)OR^ -NR* \ •NC(0)R^ heterocycleCi^alkenyl, heterocycle which may be 
optionally substituted with one or more substituents selected from the group consisting 
of 0x0, Ci^alkyl, and C(0)0R", and Ci^aDcyl which may be optionally substituted 
with one or more substiturats selected from the group consisting of -CN and 
heterocycle, optionally substituted with -C(0)R*'; 

8 9 

R and R are indq)endently selected &om the group consisting of hydrogen, C3. 
6cycloalkyl, Ci^alkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, Cti and C6.i4aryl optionally substituted 
with alkoxy, Ci-g alkylamino, Ci-galkylheterocycle, heterocycle, heterocycleCi-galkyl, 
Ca^cycloalkylCi^alkyl, and Cj^cycloalkyl; 

R" is Ci^alkyl, optionally substituted with one or more substituents selected fix)m 
the group consisting of hydrogen, hydroxy, halogen, Ci^alkyl, Csl^ycloalkyl, alkoxy, 

8 9 

-S(0)2NR R , NCONH2, and heterocycle optionally substituted with one or more 
substituents selected from the group consisting of 0x0, hydroxy, and Ci^alkyl; 
heterocycle optionally substituted with heterocycleCi^alkyl; or Ce-Maryl optionally 
substituted with alkoxy; 
R^ is hydrogen^ halogen, Ciigalkyl, -NO2, -NH2, Ci^alkylamino, CF3, or alkoxy; 
or a pharmaceutically accq>table derivative thereof provided that 

a) when X is C; R^ is hydrogen, halogen or Ci^alkyl; R^ is hydrogen; R* is Ce- 
uaryl substituted with halogen, hydroxy, or Ci-galkyl; R^ is hydrogen, halogen, C|. 
galkyl^ or alkoxy; then R' cannot be Ci^alfcyU Ca^cycloalkyl, or Ce ^aryl substituted 
with halogen, Ci^alkyl, or C6.uaryIC2^alkenyl; and 

(b) whai X is C; R^ is hydrogen or alkyl; R^ is hydrogen; R"* is Ce-uaryl 
substituted with halogen, CN, alkyl, or -NO2; R^ is hydrogen, -NO2, or NH2, then R^ 
cannot be Cia.|4 aryl substituted with alkoxy. 
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Prefiaied compounds of foimula (lA) are compounds wh^ein X is O. 

More preferred compounds of formula (lA) are compounds wherein X is O, R* is Ce- 
Maryl substituted with one or more substituents selected from the group consisting of 
halogen, -CF3, Ci^alkyl, -CN, C2.6alkenyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and hetetrcycle 
and C2.«alkynyl which may be optionally substituted with a substitucat selected from the 
group consisting of hydroxy, halogen, aiyl. Cs^scycloalkyl, Arid hetetocycle; aadK? are 
hydrogoi; R is C6.i4aryl substituted with one or more substituents selected from the group 
consisting of C.^jalkyl, -S(0)2R^ -S(0)2NR»R' , -OR' ' , heterocycleCz^enyl. and 
heterocycle v»iiich may be optionally substituted with 0x0; and R* is halogen; or a 
phaimaceutically accqitabie derivative thereof. 

In a further aspect of the present invention there is provided compounds of formula 
(IB): 




(IB) 



wherein: 



XisC,0,orN; 

R' is C^Maryl substituted with one or more substituents selected fiom the group consisting 
of halogen, -CF3, Ci^alkyl. Ci^alkylamino, alkoxy, Ca^cycloalkylCa-^alkenyl, Co^ 
uarylQ^alkenyl, -CN, -NO2, -NHj, -SR^ -S(0)2R^ -S(0)R^ -S{OhR\ -C(0)R\ C2. 
dalkenyl which may be optionally substituted with a substituent selected from the 
group consisting of hydroxy, halogen, aiyl, and heterocycle, and C2^alkynyl which 
may be optionally substituted with a substituent selected from the group consisting of 
hydroxy, halogen, aryl, C3-6cycIoalkyl, and heterocycle; 

R^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxyl, halogen, -CF3, aryl, and heterocycle; 
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is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the gioup consisting of hydroxyl, halogen, aryl, C^cycloalkyl and heterocycle; -NHa; 
or heterocycle; 

* 

► R^ is hydrogen, halogen, or Ci^alkyl; 
R^ is hydrogen; 

R" is heterocycle, optionally substituted with one or more substituents selected fiom the 
group consisting of oxo, hydroxy, hydn)xyC,4,aIkyl, halogen. C.^alkyl, -OR* ' 
-SR"^(R"^, and -S(0)2NR»R»; 

R'and R' are independenUy selected fiom the group consisting of hydrogen. C3. 
6cycloalkyl, C^alkyl optionally substituted with one or more substituents selected 
fiom the group consisting of 0x0, heterocycle. CN and C6-Maiyl optionally substituted 
with alkoxy. C,^ alkylamino, C^alkylheterocycle. heterocycle. heterocycleC.^alkyl. 
Ca^ycloalkylCi^alkyJ. and Cs^scycloalkyl; 

R"* is C,.8alkyl; 

R" is C^alkyl. optionally substituted with one or more substituents selected fiom 
the group consisting of hydrogen, hydroxy, halogen. C. ^alkyl, Cj^cycloalkyl. alkoxy, 
-S(0)2NR V. NCONH2, and heterocycle optionally substihited with one or more 
substituents selected from the group consisting of 0x0. hydroxy, and C^alkyl; 
heterocycle optionally substituted with heterocycleCMalkyI; or a^aryl optionally 
substituted with alkoxy; 

R' is hydrogen. haIogen,C,^alkyl, -NO2, -NHi. CgaUqrlainino. CFj. or alkoxy; 
or a pharmaceutically acceptable derivative thereof provided that when X is N; R' is Ce. 
uaryl substituted with halogen; R^ and R^ are hydrogen; R^ is halogen; cam»ot be 
heterocycle substituted with Ci^alkyl. 

Preferred compounds of foraiula (IB) are those wherein X is O. 

More preferred compounds of formula (IB) are those wherein X is O; R' is C^-uaryl 
substituted with one or more substituents selected from the group consisting of halogen. 
-CF3. and -CN; is hydrogen; is hydrogen; R^ is heterocycle; and is halogen; or a 
pharmaceutically accq)table doivative thereof 
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In another aspect of the preset invention there is provided compounds of formula (IC) 




ac) 



wherein: 

X is CO, or N; 

R is heterocycle, optionally substituted with one or more substituoits selected from the 
gro^> consisting of Ci^alkyl, halogen, -CN, Cet-uarylCi^alkyl and hetCTocycle; 

is hydrogen, halogen, or Ci^alkyl; 
R^ is hydrogoi; 

R is C6.i4aryl substituted with one or more substituents selected from the group consisting 
of hydroxy, halogen, -CF3, Ci^alkyl, hydroxyCi-galkyl, -CN, -NO2, CMalkylamino, 
hcterocydeCsalkyl, -e(0)NH2, -S(0)R', -S(0)2R', -C(0)R', 
-NS(0)2R\ -S(0)2NRV . -S(0)2NHR", -S(0)2R", -S(0)2NR'C0R", 
-S(0)2NHC0R", -S(0)2[c6r"], wherein n is 1, 2. or 3, -OR" , -0R"0R", 
-C(0)R", -C(0)NR", -C(0)0R", -NR", -NC(0)R", heterocycleCz^kenyl, 
heto-ocycle which may be optionally substituted with one or more substituents selected 
from the group consisting of 0x0, Ci-galkyi, and C(0)0R' and Ci^alkyl which may 
be optionally substituted with one or more substituents selected from the groiq> 
consisting of -CN and heterocycle, optionally substituted with -C(0)R"; 

R is C|^ alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, Cj^cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

8 9 

R and R are independently selected from the group consisting of hydrogen, C3- 
6cycIoalkyl, CLgalkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, CN and C6.i4aryl optionally substituted 
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with alkbxy, C,^ alkylamino, Ci-«alkylh^erocycle, heterocycle, heterocycleCi^alkyl, 
C>6cycloalkylCi ^alkyl, and Cj^cycloalky 1; 

R is Ci^alky I, optionaDy substituted with one or more substituoits selected fiom 
tiie group consisting of hydrogai. C^alkyl, alkoxy, -S(0)2NR^R^ -NR^R^ and 
heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of oxo and CLgalkyl; 

R^ is hydrogen, halogen, Cj^alkyl, -NO2, -NH2, C|.8aIkylamino, CF3, or alkoxy; 
or a phannaceutically acceptable doivative thereof. 

Prefored compounds of fonnula (IC) are those wherein X is O. 

More preferred compounds of fonnula (IC) are those wherein X is O; R* is 
heterocycle, optionally substituted with -Cti; and R^ are hydrogen; R^ is Q.i4aryl 
substituted with one or more substituents selected from the group consisting of Ci^alkyl, 
-S(0)2NR^^ -OR*' , and heterocycle which may be optionally substituted with one or 
more substituents selected from the group consisting of 0x0; and R^ is halogen; or a 
pharmaceutically accq>table derivative thereof. 

The present invention also features compounds of fonnula (ID): 




(ID) 

wherein: 
XisC,0,orN; 

R is heterocycle, optionally substituted with one or more substituents selected fiom the 
group consisting of C^alkyl, halogen, -CN, Cfr-uarylCmalkyl and heterocycle; 
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is hydrogen, halogen, or Ci-galkyl; 

and R"^ are mdependently hydrogen; hydroxy; het«x>cycle optionally substituted with 
one or more substitumts selected from the group consisting of oxo, hydroxy, 
hydroxyCi^jalkyl, halogen. Ci^alkyl, -OR' \ -S(0)2NR'R^ and -SR'^(R'^; or R^ 
smd R^ togeth^ with the nitrogen atom to which they are attached form a heterocycle 
which may be optionally substituted with C^Maiyl, whidi may be optionally 
substituted with one or more substitumts selected from die group consisting of C\. 
salkyi and -NO2; provided diat R*^ and R^ cannot bodi be hydrogen or hydroxy; 

R^and R^ are indq>^dently selected from the group consisting of hydrogen, C3. 
6cycloalkyl, Ci^alkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, CN and C6-i4aryl optionally substituted 
with alkoxy, C|-« alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCi^alkyl, 
C3-6cycloalkylCi^alkyl, and Ca^cycloalkyl; 

R^^isCi^alkyl; ' 

R^' is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydrogen, Ci^alkyl, -S(0)2NR^^ and heterocycle optionally 
substituted with one or more substituents selected from the group consisting of 0x0, 
and Ci^allcyl; 



R^ is hydrogen, halogen, Ct-galkyl, -NOa, -NH2, Ci^alkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof 

Preferred compounds of formula (ID) are those wherein X is O. 

More prefmed compounds of formula (ID) are those wherein X is O; R^ is 
heterocycle; R and R are hydrogen; R is heterocycle; and R is halogen; or a 
pharmaceutically acceptable derivative thereof. 



In a further aspect of the present invention there is provided compounds of fonnula 
01): 
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r2 




wherein: 

is C^-waiyl which may be optionally substituted with one or more substiturats selected 
from the group consisting of halogen, rCFs, Ci^allqrl, Ci^allcylamino, alkoxy, Cj. 
ccycloaDcylCz-ealkenyl, Ce-uarylCi^oiyl, -CN, -NO2. -NH2, -SR*, -S(0)2R*, 
-S(0)R', -S(0)2R'. -C(0)R', Cz^alkenyl which may be optionally substituted with a 
substituent selected fiom the group consisting of hydroxy, halogen, aiyl, and 
hetCTocycle, and C2-6alkynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halogen, aryl, C^ecycloall^l, and 
heterocycle; 

is Ci-galkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, -CF3, aryl, and heterocycle; 

R is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aiyl. Cj^cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

R^ is hydrogen, halogen, or Ct^alkyl; 

R and R form a heterocycle which may be optionally substituted with C6-Maryl, which 
may be optionally substituted with one or more substituents selected from tfie group 
consisting of Ci^alkyl and -NO2; 

provided that when R' is unsubstituted Cs-Maryl, then R^R^ is substituted. 

R^ is hydrogen, halogen,Ci^alkyl, -NO2, -NH2,C|-8aIkyIamino, CF3, or alkoxy; 
or a pharmaceutically accq^table derivative thereof. 
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PrefOTed compounds of fonnula (11) are tiiose wherein is Ce-uaiyl which is 
substituted with halogen; is hydrogen; R^ and R* form a heterocycle which may be 
optionally substituted with C^^u^h which may be optionally substituted with one or 
more substituents selected from the group consisting of Ci^alkyl and -NO2; and R^ is 
halogen; or a phannaceutically accq>table derivative thoeof 

A further aspect of the present invention features compounds of formula (QI): 



R is Ce-uaiyl which may be optionally substituted v^th one or more substituents selected 
jfrom the group consisting of halogen, -CF5, Ci^alkyl, CMalkylamino, alkoxy, C3- 
6cycloaIkylC2^1kenyl, C6.i4arylC2^alkenyl, -CN, -NO2, -NH2, -SR^ -S(0)2R^ 
-S(0)R\ -S(0)2R\ -C(0)R\ C2^1kenyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle, and C2-6alkynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydrp)cy, halogen, aiyl, G3^(^cloalkyl, and . 
heterocycle; or heterocycle, optionally substituted with one or more substituents 
selected from the group consisting of Ci-galkyl, -CN, Ce-uaxylCi^alkyl and 
heterocycle; 

R^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halog^ -CF3, aryl, and heterocycle; 

R is alkyi, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, C3-6cycloaIkyl and heterocycle; -NH2; 
or heterocycle; 




H 



wherein: 
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is heterocycle, optionally substituted with one or more substituents selected fiom the 
group consisting of oxo, hydroxy, hydroxyCi-salkyl, halogen, CUalkyl, -OR* ^ and 
-SR^^(R'^; or Ce-^aryl substituted with one or more substituents selected from the 
group consisting of hydroxy, halogen, -CF3, Ci^alkyl, hydroxyCi^alkyl, -CN, -NO2, 
5 Ci^alkylamino, heterocycleCi^alkyl, -C(0)NH2, -S(0)R\ -S(0)2R\ -C(0)R\ 

.NS(0)2R\ -S(0)2NR^R^ , -OR** , -S(0)2NHR'', S(0)2R", 0R"0R", -C(0)R", 
. -C(0)NR",-C(0)OR*\-NR**,-NC(0)R*', heten)cycleC2^enyl,heterocycle which 
may be optionally substituted with one or more substituoits selected from the group 
consisting of 0x0, Ci^alkyl, and -C(0)0R'\ and Ci^alkyl which may be optionaUy 

10 substituted with one or more substitumts selected from the group consisting of -CN 
and heterocycle, optionally substituted with -C(0)R*/; 

R^and R^ are indq>endently selected from the group consisting of hydrogen; C3. 
6cycloalkyI; Ci^alkyl optionally substituted with one or more substitoeiits selected 
Gcom the group consisting of 0x0, heterocycle, CN and C6.i4aryl optionally substituted 

15 with alkoxy^ C|^ alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCi^alkyl, 
C3-6cycloalkylCi^alkyl, and Cj-^cycloalkyl; or -C(0)NH2; 

R*^isCi.8alkyl; 

R' * is C|.8alkyl, optionally substituted with one or more substituents selected from 
20 the group consisting of hydrogen, Ci-«alkyl, alkoxy, -S(0)2NR*R^ -NR^R^ and 

heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of 0x0 and Ci^alkyl; 

R^ is hydrogen; halogra; Ci^alkyl; -NO2; -NH2; Ci^alkylamino; CF3, or alkoxy; 
25 or a pharmaceutically acceptable derivative thereof, 
provided that: 

(a) when R"* is C6-i4aryl substituted with OR* ' wherein R* * is NR^R^ wherein R^ 
andR^ are Ci^alkyl, and R* is C6.i4aryl, then R* cannot be substituted in the para position, 
and 

30 (b) R* and R"* cannot both be unsubstituted. 
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Preferred compounds of fonnula (ID) are those wherein R* is Ce-uaryi substituted with 

one or more substituents selected ftom the group consisting of halogoi, -CT3, Ci^alkyl, 

-CN, -SR^ -S(0)2R^ or heterocycle^ optionally substituted with one or more substituents 

selected from the group consisting of Ci^allcyl, -CN, and Ce-uarylCi^alkyl; R^ is Ci. 

galkyl, optionally substituted with halogoi; is C|.g alkyl, optionally substituted with one 

or more substitu^ts selected from the group consisting of hydroxy, -NHj, or hetoocycle; 

, is heterocycle, optionally substituted with one or more substituents selected from tfie 

group consisting of 0x0, halogm, Ci^alkyl, -OR' ' and -SR**^(R%; or (^uaryl 

substituted with one or more substituents.selected from the group consisting of hydroxy, 

.CF3, Ci^alkyl, hydroxyCMalkyl, -CN, -NO2, -C(0)NH2, -S(0)2R\ -S(0)2NR*R^ , -OR" , 

-C(0)NR", -C(0)0R", -NR", -NC{0)R", heterocycle which may be optionally 

substituted with one or more substituents selected from the group consisting of 0x0 and 
00* 

Ci-salkyl; R and R'^ are the same or different and are selected from the group consisting of 
hydrogen, Ci-galkyl, Ci^alkylheterocycle, heterocycle, and C3-6cycloalkyl; R'^ is Ci-salkyl; 
R' " is Ci-salkyl, optionally substituted with -S(0)2NR*R'; and R^ is halogen or -NO2; or 
a phaimaceutically acceptable derivative thereof. 

More preferred compounds of formula (HI) are those wherein R' is C6-i4aryl 
substituted with one or more substituents selected from the group consisting of halogen, . 
•CFj, Ci^alkyl, and -CN; R^ is Cs-uaryl substituted with one or more substituents selected 
from the group consisting of halogoi, Ci-galkyl, -CN, -NO2. -S(0)R^, -S(0)2R\ 
-NS(0)2R^ wherein R^ is -NH2; and R^ is halogen; or a pharmaceutically accq>table 
derivative thereof. 

The present invention further features compounds of formula (I), wherein 

R^ is phenyl which is substituted in the meta position with one or more substituents 

selected from the group consisting of halogen, -CF3, d^alkyl, Ci^alkylaminb, alkoxy, 
C3^cycloalkylC2^enyl, C6.i4arylC2^1kenyl, -CN, -NO2, -NH2, -SR^ -S(0)2R^ - 
S(0)R\ -S(0)2R\ -C(0)R^ C2^1kenyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle, and C2..6alkynyl which may be optionally substituted with a substituent 
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selected from the group consisting of hydroxy, halogen, aryl, Ca^ycloaO^l, and 
heterocycle; 
is hydrogen; 
is hydrogen; 

S R^ is ph^yl substituted in the ortho position with a substituent selected from the group 
consisting of hydroxy, halogen, -CF3, or Ci-galkyl and substituted at the para position 
with a substituoit selected from the group consisting of hydroxy, halogen, -CF3, C\ . 
galkyl, hydroxyCi^alkyl, -CN, -NO2, Ci-«alkylamino, heterocycleCi^alkyl, -C(0)NH2, 
'S(0)R\ -S(0)2R^ -C(0)R\ -NS(0)2R', -S(0)2NRV , -S(0)2NHR^', -SO2R", -OR" 
10 , -C(0)R", -C(0)NR'', -C(0)0R*^ -m}\ -NC(0)R", heterocycleC2-6aIkenyl, 

heterocycle which may be optionally substituted with one or more substituents selected 
from the group consisting of 0x0, Ci^alkyl, and C(0)0R'\ and Ci^alkyl which may 
be optionally substituted with one or more substituents selected from the group 
consisting of -CN and* heterocycle, optionally substituted with -C(0)R''; 
15 R^ is a substituent in the para position relative to X and is selected from the group 
consisting of halogen, Ci-gaHcyl, 'NO2, -NH2» Ci-galkylamino, CF3, or alkoxy; 
R'' is Ci^alkyl, optionally substituted with one or more substituents selected from the 
group consisting of hydrogen, d^alkyl, -S(0)2NR^R^ -NR*R^ and heterocycle, 
optionaUy substituted with one or more substituents selected from the group consisting of 
20 0x0 and Cj^alkyl; or a phaimaceutically acceptable derivative thoreof. 

The present inv^tion .also features compounds of formula (IV) 



r2 




(IV) 

25 

wherein: 
XisC.O,orN; 

* 

30 Y is heterocycle optionally substituted with one or more substituents selected from the 
group consisting of halogen, Ci^alkyl, -NO2, -NH2, Ci-galkylamino, -CF3, or alkoxy; 
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is Ci^alkyl; C3^cycloaIkyI; Ce-uaryl which may be optionally substituted with one or 
more substituents selected from the group consisting of halogen, -CFj, Ci^alkyl, 
Ci^alkylamino, C3-6cycloalkylC2^Dcenyl, C6-i4arylC2-6alkenyl, -CN, -NO2, -NH2, 
.SR^ -S(0)2R^ -S(0)R^ -S(0)2R^ -C(0)R^ C2^1cenyl which may be optionally 
substituted with a substituent selected from the group consisting of hydroxy, halogen, 
aiyl, and heterocycle, and C2^alkynyl which may be optionally substituted with a 
substituent selected &om the group consisting of hydroxy, halogen, aiyl, C3- 
6cycloalkyI, and heterocycle; or heterocycle, optionally substituted with one or more 
substituents selected ftom the group consisting of Ci^alfcyl, -CN, Ce-MarylCi^alkyl 
and heterocycle; 

R^ is Ci^BikyU optionally substituted with one or more substiturats selected from 

the group conidsting of hydroxy, halogen, -CF3, aryl, and heterocycle; 
7 

R is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, C3^cycloaIkyl and heterocycle; -NH2; 
. or heterocycle; 

R is hydrogen, halogen,or Ci^alkyl; 

R and R are indq)endently hydrogen; hydroxy; heterocycle, optionally substituted with 
one or more substituents selepted from the group consisting of 0x0, hydroxy, 
hydroxyCMalkyl, halogen, Ci^alkyl, OR" and ^SR'^(R*^2; or Ce-uaryl substituted 
with one or more substituents selected from the group consisting of hydroxy, halogen, 
-CF3, Ci^all^l, hydroxyCi^alkyl, ^CN, -NO2, Ci^alkylamiho, heterocycleCiigaft^ 
-C(0)NH2, -S(0)R^ -S(0)2R', •C(0)R\ -NSO2R', -S{0)2NRV , -OR'* , ^0)R'^ 
•C(0)NR", .C(0)0R' -NR", .NC(0)R", heterocycleCz^enyl, heterocycle which 
may be optionally substituted with one or more substituents selected from the group 
consisting of 0x0, Ci^alkyl, and C(Q)0R", and Ci-gaflcyl which may be optionally 
substituted with one or more substituents selected from the group consisting of -CN 
and heterocycle, optionally substituted with -C(0)R"; provided that R^ and R"* cannot 
both be hydrogen or hydroxy; 

R and R are independently selected from the group consisting of hydrogen, Ci. 
galkyl, Ci-« alkyiamino, Ci^alkylheterocycle, heterocycle, and C3^cycloalkyl; 
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R"* is Ci4iaJkyl; 

R' ' is C^alkyl, optionally substituted with one or more substituents selected from 
the group coiisisting of hydrogen, C.^alkyl. -SC^NR^R'. and heterocycle. optionaUy 
substituted with one or more substituents selected from the group consisting of oxo 
and Ci^aOcyl; 

R^ is hydrogen, halogen,C,-8alkyI. -NO2, -NH2. C^talkylamino. CFj, or alkoxy; 
or a phaimaceutically acc^table derivative thereof. 

Preferred compounds of fonnula (IV) are compounds wherein Y is a heterocycle 
substituted with one or more substituents selected from the group consisting of halogen, 
Cj^jalkyl, -NO2. -NH2, C^galkylamino. -CF3, or alkoxy, or a phaimaceutically acceptable 
derivative thereof. More preferred compounds of fomaulaOV) are compounds wherein X 
is O. Most preferred compounds of fonnula (IV) are those wherein X is O and Y is a 
heterocycle substituted with one or more substituents selected from the group consisting of 
halogen, Cgalkyl, -NOj, -NH^, Cwalkylamino. -CF3. or alkoxy. or a phannaceuticaUy 
acceptable derivative thereof 



Preferred con^unds of the present invention include: 

2-[2-(l-ben2othiophen-2-yIcaibonyI)-4-chlorophenoxyJ-N-phenylacetamide; 

2-{2-benzoyl-4-chlorophenoxy)-N.[4-( lH-imida20l-l-yl)phenyl]acetamide; 

2-[4-phlon>-2-(2-tiuenylcaibonyl)phenoxyi.N-[2-methylU^ 
thiazinan-4-yl)phenyl]acetamide; * 

2-(2-ben2oyl-4-chlorophenoxy)-N-[4-(lH- 1 .2.4-triazol-l -yl)phenyl]acetamide; 

2-(2-ben2oyl-4-chlorophenoxy)-N-I4-(4-moiphoUnyl)phenyl]acetamide; 

N-[4-(amiiiosulfonyI)phenylJ-2-(2-benzoyl-4-chlorophenoxy)acetamide; 

2-(2-ben2oyM-chlorophenoxy)-N-{4-[(U-thia2ol-2-ylamino)sulfonyl]phenyl}acetamide; 
2-(2-benzoyl-4-chlorophenoxy)-N-(4-{4-methyl- 1 -pipera2inyl)phenyl]acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-(hydroxymethyI)phenyl]acetamide; 
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2-{2-bCTZoyl-4-clilorophenoxy)-N- {4-[(methylaimno)sulfonyl]phenyl} acetamide; 

2-(2-bra2x>yl-4-chlorophCTOxy)-N-[4-( 1 -oxo- 1 Iambda-4~,4-thiazinan-4- 
yl)phCTyl]acetamide; 

2-(2-benzoyl-4-chIorophenoxy)-N-[4-( 1 , 1 -dioxo* 1 Iainbda-6-,4-thiazinan-4- 
yl)phenyl]a£etamide; 

2-(2-beiizoyl-4H±Joiophenoxy)-N-[2-methyl-4-{4-mo^^ 

2-(2-benzoyl-4-chloropfa»oxy)-N- {4-[3-(dimethyIamiiK))propoxy]-2- 
methylphCTyl} acetamide; 

2-(2-benzoyI-4-chlorophOTOxy)-N-[4-(l-hydroxyethyl)phenyl]acetamide 

2-(2-beiizoyl-4-chlorophCTOxy)*N-[4-(l-hydn>xyethyl)pheDyl]aceta^ 

2-(2-benzoyl-4-chIorophenoxy)-Nr[2-methyl-4-(l-oxo-llambdaM-,4-t^ 
yl)pheny]]acetamide; 

2-(2-benzoy l-4-chlorophenoxy)-N- {2-inethyl-4-[3-( I - 
pyiTolidinyl)pFopoxy]phenyl}acetamide; 

2-(2-benzoy l-4-cMorophenoxy)-N-( 1 H-indazol-S-yl)acetainide; 

2-(2-benzoyl-4'dilorophenoxy)-N-{2-methyl-4-[3-{4- 
moipholmyl)propoxy]phenyl} acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-{4-[3-(lH-imida2ol-l-yl)propoxy]-2- 
methy Iphenyl} acetamide; 

2-(2-beiizoyl-4-chlorophenoxy)-N-( 1 H-indazol-6-y l)acetamide; 

2-[4-chloro-2-(2-thienylcarbonyl)phenoxy]-N-(lHTindazol-5-yl)acetamide; 
2-[4-chloro-2-(2-fiiroy l)phenoxy]'N-( 1 H-indazoI-5-y l)acetamide; 

2*[4-chloro-2-(3-thienyIcai1)onyl)phenoxy]-N-(lH-tndazol-S-yI)acetamide; 

2-[4-chloix>-2-(2-thienylcarbonyl)phenoxy]-N-.{2-methyl-4-[3-(4- 
morpholinyl)propoxy]phenyl} acetamide; 

2-[4-chloro-2-(2-thienyIcarbonyl)phenoxy]-N-(4-(l -oxo- 1 lambda--4-,4-thiazinan-4- 
yl)phenyl]acetamide; 

2-(2-benzoyl-4rchlorophaioxy)-N- {2-methyl-4-(3-(l -oxo-1 Iambda-4~,4-thiazinan-4- 
y l)propoxy]pheny I } acetamide; 
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.2-[4-chloio-2-(2-fiiroyl)phenoxy]-N-[2-m^yl-4-(lK)xo-llamM 
yl)phenyl]acetaini(ie; 

N-[4-(ammosulfonyl)-2-methyIphOTyl]-2-(2-bOTzoyl-4-chlorophe^^ 

N-[4-(aminosulfonyI)-2-methylphenyl]-2-[4-chloro-2-(2- 
thienylcaibonyl)phenoxy]acetamide; 

2-[2-( 1 -benzoiuraD-2-ylcaifoonyl)-4-chloTophraoxy]-N-ph 

2-[4-chloto-2-(13*thiazol*2-ylcari>onyl)phenoxy]-N-phenylace^ 

N-{4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-<2-furoyl^^ 

2-[4-chloro-2-(2-fiiroyl)phenoxy]-N-{ 1 H-indazol-6Ky l)acetamide; 

2-[4-chloro-2-(3-fun)yl)phenoxy]-N-[2-methy l-4-( 1 -oxo- 1 Iaml>da--4~,4-tfaiazinan-4- 
yl)pbenyl]acetamide; 

2-[4-chlon>-2-(3-thienylcaibonyl)phenoxy]-N-[4-( 1 -oxo- 1 Iambda-4-,4-thiazman-4- 
y])phenyl]acetamide; 

2-[4-chlon)-2-(3-thiaiylcartK)nyl)phenoxy]-N-[2-methyI-4-(l-ox 
thia2inan-4-yI)phenyl]acetamide; . 

2-{4-chloro-2-[(l -methyl-lH-pyrrol-2-yl)carbonyl]phenoxy} -N-phenylacetaraide; 

2-(4-chloro-2- {[5-(2-pyridinyl>2-thienyl]carbonyl}phenoxy)-NTphenylacetaim 

2-[4-chloro-2-( 1 ,3-thiazol-2-y IcarbonyI)phenoxy]-N-( 1 H*indazol-5-y I)acetamide; 

2-[4-chlor(>-2-(13-thiazol-2-ylcarbonyl)phenoxy]-N-[2-methyI-4^ 
thiazinan-4-yl)phenyl]acetaixiide; 

2-[4-chloro-2-(3K:yanoben2oyl)phenoxyl-N-[2-methyI-4-(l-oxo-llambda--^ 
4-yl)pbenyl]acetamide; 

2-[4-chloro-2-(3 -pyridiny lcarbonyl)phenoxy]-N-[2-methy l-4-( 1 -oxo- 1 lambda-4--,4- 
thiazinaQ-4-yl)phenyl]acetamide; 

2-[2-(2-bromobenzoy I)-4-chlorophenoxy}-N-[2-inethy l-4-( 1 -oxo- 1 lambda-4--,4-thiazinan 
4-yl)phenyi]acetainide; 

2-[2-(4-broraob€n2oy l)-4-chlorophenoxy]-N-[2-methy I-4-( 1 -oxo- UamMa-4-,^^ 
4-yl)phaiyl]acetainide; 

N-[4-{aniinosulfonyl)-2-7nethylphenyl]-2-[2-(2-bromobenzoyl)-4- 
chlorophenoxyjacetamide; 
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2- {4^hlor(>-2-[(5-methyl-3-isoxazolyl)carbonyl]phem)xy}-N«[2-methyl^ 
llambda'^4~,4-*thiaziiian-4*yl)phrayl]acetainide; 

2-[4-chloro-2K3-fluorobCT2oyl)phenoxy]-N-[2-mcthyl-4-(l-oxo-ll^ 
4-yl)phaiyl]acetaniide; 

2-[4-chlon>-2-(3-chlorobenzoyl)phcnoxy]-N-[2-niethy l-4-( 1 -oxo- 1 lambda^,4-thiazinaii- 
4-yl)phenyl]acetamide; 

N^4-<ainmosulfonyl>2-melhylpheny!]'2- 
cyanob«izoyI)phenoxy]acetaniide; 

N-[4-(aininosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- . 
fIuorobenzoyl)phenoxy]acetaniide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chIoro-2-(3- 
chloiobeiizoyl)phen0xy]acetamide; 

2- {4-chloro-2-((4-cyano-2-thienyl)carbony l]phenoxy } -N-[2-methy l-4-( 1 -oxo- 
1 lambda--4--,4-thiazinan-4-yl)phenyl]acetainide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-{4-chlon>-2-[(4-cyan6-2- 
thienyl)carbonyl]phenoxy} acetamide; 

2-{4-chloro-2-[3-(trifluoromethyl)benzoyl]phenoxy}'N-[2-methyl-4^1-oxo- 
1 ]ambda-4~,4'thiazinan-4-yl)phrayI]acetainide; 

2-[2-(3-broniobenzoy l>4-chlorophenoxy]-N-[2-methyl-4-( 1 -oxo- 1 Iainbda'-4~,4-thiazinan- 
4-yI)phenyI]acetainide; 

2-[4-chloro-2-(3 ,5-di fluorobenzoyI)phenoxy]-N-[2-methyl-4-( 1 -oxo- 1 lambda'-4~,4- 
thiazmaii-4-yI)phenyl]acetainide; 

N-[4-(amiiiosulfonyl)-2-melhylphenyl]-2-[2-(3-bromoben2oyl>^ 
chlorophenoxyjacetamide; 

2-[4-chloro-2-(3-methylben2oyl)phenoxy]-N-[2-methyl-4-(l-oxo-lIambda'-^ 
thiazinan-4-yl)pheny]]acetamide; 

2-[4-chloro-2-(3-cyanobenzoyl)phenoxy]-N-(5-inethy 1- 1 H-indazol-6-y Oacetamide; 

N-[4-(aininosulfonyl)-2-methyIphenyl]-2-[4-chloro-2-(3- 
pyriduiylcarbonyI)phenoxy]acetamide; 

2-[4-chloro-2-(3-cyanobenzoy l)phenoxy]-N- {2-methy l-4-[3-( 1 - 
py]Tolidinyl)propoxy]phenyI} acetamide; 
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N-[4-(ammosulfonyl>2-methylphenyl]-2- {4-chIoro-2-{( 1 -methyHH-iinidazol-2- 
yl)carbony Ijphenoxy } acetamide; 

N-[4-(aminosulfony I>2-methyIphenyl]-2-[4K:hloro-2-( 1 ;j-thiazol-2- 
ylcarbonyl)phenoxy]acetaiiiide; 

2-[4-chloro-2-(3,5-difluoroben2oyl)phenoxy]-N- {2-methyl-4-[3-( 1 - 
.py]TolidinyI)piopoxy]phenyl} acetamide; 

N-[4-(ammosuIfonyI)-2-methylphenyl]-2-[4-chlon>-2-(3^- 
difluorob^izoyl)phenoxy]acetamide; 

« 

2- {4-chIon>-243-fluoro-5-{trifluoromdy[iyl)benzoyl]phenoxy} -N-[2-methyl-4-( 1-oxo- 
llambdar^,4-thiazinan-4-yl)phenyl]acetamide 

N'<l,3'benzothiazol-6-yI)-2-(2>benzoyI-4-chlofophenoxy)acet^ 

2-(4-chloro-2- {3-[(trifluoromethyl)sulfanyl]benzoyI) phenoxy^^ 
1 limibdar-4^^4-thiazinan-4-y])pheny l]acetamide 

2-[4-chloro-2-(3-ethynyIben2»yl)phenoxy]-N-(2-methy l-4-(^ -oxo-llambda-4-,4* 
thiazinan-4-yl^heiiyl]acetamide; 

2-[4-chlora-2-(3,5-dichlorobenzoyl)phenoxy]-N-[2.niethyl-4-(l -oxo-1 lambda-4--,4- 
thiazinan'4'yl)phenyl]acetamide; . 

N-[4-(aminosuIfonyl)-2-methyIphenyl]-2-[4-chlora-2-(3,5- 
dichlorobaizoyl)phenoxy]acetamide; 

N-[4-(ammosulfonyl)-2-methyIphenyl>2- {4-chIon)-2-(3-fluoro-5- 
(trifluoiomethy l)benzoyl]phenoxy} acetamide; 

N-(l,3-ben20thiazol-6-yl)-2-[4-chloro-2-(3,5-difluorobeii^ 

2-[4-chIoro-2-(3-cyaiioben2oyl)phenoxy]-N-(2-methyl- 1 ;}-beaizothiazol-S-yI)acetamide 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-(4-chloro-2-{3- 
[(tnfluoromethyl)sulfanyI]benzoyl}phenoxy)acetamide; 

N-[4-(aminDsulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- 
ethynyIbenzoyl)phenoxy]acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-(methylsulfonyI)phenyl]acctamide; 

N-[4-(aminosulfonyl>.2-methyIphenyl]-2-{4-chIoro-2-[3-<2- 
cyclopentylethynyl)benzoyl]phenoxy} acetamide; 
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2.[4K:hloro.2<3,5^dilorobenzoyl)phenoxy>^^^ 

N-[4-(aminosuIfonyl>2-methylphenyl]-2- {4-chIonK2-[3-(2- 
phenylethyny l)benzoy l]phenoxy } acetamide; 

2.[4K:Woro-2K3^-c«fhioroben2oyl)phenoxy]^^^ 

2-[4H:Woro-2-{3,5-difluorobenzoyI)phenoxy]-N-[2-^^ 
(inethylsuIfonyl)pbenyI]acetainide; 

NKU-beii2isothiazol.5.yl)-2-[4^hIoio.2K3^^^ 

2-[4^hloro<2-(3,5^ichloroben2oyl)pheno^^^ 
yjjacetamide; 

20 yl)acetamide; 

2-{4^moro-2.[3-fluoro-5.(trifluoromethyl)benzo 
benziinidazol-6-y])acetamide ^ \ j 

25 2-[4H:hloit)-2-(3,5-difluorobenzoyI)phenoxy].l.(2^^ 

2-[4-chIoro-2-{3"Cyanobenzoyl)phenoxy]-N-[2-inelhyl-4- 
(methylsuIfonyI)phrayI]acetamide; 

30 2-[4-chlon>-2-(3-ethynylben2oyl)phenoxy].N-[2-methyl^ 
(methylsulfonyI)pheny]]acetainide; 

N- {4-[3-{ammosulfonyl)propoxy]-2-me%lphenyl}.2^ 
dii]uoiobenzoyl)phenoxy]acetamide; 



35 



2-{4^chlon>.243«fluoro-5Ktrifluoromethyl)ben2oyI]^^^^ 
DenzothiazoI-S-yl)ac^amide; * 

45 N- {4.[3-(aminosulfonyl)propoxy]-2-^^ {4-chIoro-2-[3-fluoix>-5. 
(trilluoroincthyl)ben2oyl]phenoxy} acetamide; 
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. N-[4-(aininosulfonyl>2-methylphOTyl]-2-(4-chIoro-2- {3- 
[(tri f]uoroniethyl)su]fony IJb^izoyl} phenoxy)acetamide; 

2-[4-chloio.2K3^-difluorobaizoyI)phenoxy].N-[4^^ 

2-[4-chIoro-2-(3,5-difluon)baizoyl)phenoxy]-N-[4-(13-oxa2oM^^^ 

2-[4-chloix>-2-(3,5Klifluorobenzoyl)phenoxy].N-{4-((3-hydroxypropyI)^ 
methylphenyl} acetamide; 

2- {4-chlon)'2-[3.fluon)-5-(trifluoromethyI)baizoy^ -N-(2-methyl-4- {3- 

[(methy Iaiiiiiio)suIfonyl]piopoxy } phenyl)acetaini 

2- {4-chloro-2-[3-fluoio-5-(trifluorome%l)benzoy 1]^^ •:N-(4- {3- 
[(dimethylamino)sulfonyllpropoxy}-2-methylphenyl)acet^ 

N-[4-(ainiiK)sulfonyl>2-methylphenyl]-2-{2-[(5-brorao.3-^ 
chlorophenoxy} acetamide; 

2- {4-chIon)-2-[3-fluoro-5.(trifluoroniethyl)beiizoy l]phenoxy } -N- {4-[3-(l H-imidazol- 1 - 
yl)propoxy]-2-methylphenVl}acetamide; 

2- {4KAloro-243-fluoro.5-(trifluoromethyl)benzoyI]pheno^ -N- {2-methy l-4-[(E)-4-( 1 - 
pyTToHdinyl)-l-butenyl]phenyl}acetamide; 

iV-[4-(aminosuIfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-cya^^ 
fluorobeiizoyl)phenoxy]acetamide; 

A^(4-(amiiK)Sulfonyl)-2-methylphOTyl>2-[4-chioro-2-(3-cy 
metfayIbenzoyl)phenoxy]acetamide; 

A^[6-(aminosulfonylH-niethyI-3-pyridinyI]-2-[4-chIon)-2-(3^^ 
inethy]benzoyl)phenoxy]acetamide; 

A^[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chlon)-2-(3-chloro-^ 
cyanobenzoyl)phenoxy]acetaiiiide; 

M[4*(aminosulfonyl)-2-methylphenyl]-2-(4-chloro-2-(3,5- 
diinethyIbenzoyl)phenoxy]acetaniide; 

A^-[4-(aininosulfonyl>2-TnethyIphenyl]-2-[4-chloro-2-(3-cyano-5- 
etbyIbenzoyl)phenoxy]acetainide; 

2-[4-chloro-2-{3-cyano-5-methylbenzoyl)phenoxyJ-M{4-[3-(2,5-dA^^ - 
yl)propoxy]-2-inethylphenyl} acetamide hydrochloride; 

//^[4-(aminosuIfonyi>2-methylphenyl]-2-(4-chloro-2-(3-chloro-5- 
methytbenzoyl)phenoxy]acetamide; 
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^-[4-(ammosulfonyl)-2-metbyIphenyl]-2-[4-chloro-2-(3^- 
dichIorobCTZoyI)phenoxy]acetamide; 

iV-[4-(ammosulfonyl)-2-methyIphenyl]-2-{4-chIoix>-2-[(6rcyano-2- 
'pyridmyl)carbonyl]pheiioxy } acetamide; 

/S^-[6-(aminosulfonyl)-2-methyl-3-pyridmyl]-2-[4-^ 
inediyibeiizoyl)phenoxy]acetainide; 

/\^-[4-(animosuIfonyl)-2-meUiylphOTyl]-2-[4-chlon)-2-(3,5- 
dicyanoba)zoyI)phCTOxy]acetamide; 

^*[4-(aiiiinosu]fonyl)-2-inethylphenyl]-2- {4-chIoro-2-[3-cyano-5- 
(trifluoromethyl)benzoyl]phenoxy } acetamide; 

and phannaceutically acceptable derivatives thereof. 

Preferred compounds of the present invention include compound number 7, 32, 33, 
36,38,44,45,49,51, 52,61,65, 66, 71,75, 76, 111, 112, 115, 118, 119. 128, 129, 171, 
172, 191, 192, 199, 200, 206, 207, 224, 225. 232; 233, 235, 236, 246, 247, 253, 254, 255, 
256, 259, 260, 261, 262, 264. 265, 267, 268, 288, 289, 290, 409, 412, 428, 430, 431, 433, 
491, 564, 587, 475, 478, 498, 593, 483, 637, 503, 601, 658 and pharmaceutically 
acceptable derivatives thereof. 

More preferred compounds of the present invention are selected from the group 
consisting of N-(4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- 
cyanobenzoyI)phenoxy]acetamide,N-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2- 
(3-fluoro-5-(trifluoromethyI)benzoyl]acetamide; N-{4-[3-(aminosulfonyl)propoxy] -2- 
methylphenyl } -2- {4-chloro-2-[3-fluoro-5-(trifluomethy l)ben2oyl]phenoxy } acetamide, iV- 
[4-(aminosulfonyl)«2-methylphenyl]-2-[4-chloro-2-(3-cyano-5- 

fluorobenzoy l)phenoxy]acetanude, A/^[4-(aminosul fonyl)-2-methylphenyl]-2-[4-chloro-2- 
(3-cyano-5-methylbenzoyl)phenoxy]acetamide, A^[6-(aminosulfonyl>4-methyl-3- 
pyridinyl]-2-[4-chloro-2-(3-cyano-5-methyIbenzoyl)phenoxy]acetamide,7V-[4- 
(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-chloro-5- 

cyanobenzoyl)phenoxy]acetamide,iV^[4-{aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2- 
(3,5-dimethylbenzoyl)phaioxy]acetamide, 

A^[4-(aminosulfonyI)-2-methylphaiyl]-2-[4-chloro-2-(3-cyano-5- 
ethylbenzoyi)phenoxy]acetamide,2-[4-chloro-2*(3-cyano-5-methylbenzoyl)phenoxy]-//- 
{4-[3-(2,5-dihydro-lW-pyrrol-I-yl)propoxy]-2-methylphenyl}acetamide hydrochloride, N- 
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[4-(aininosiJfonyl>2-methylphenyl]-2-[4KiUoro-^^ 
methylbenzoyl)pbenoxy]acetamide»^-[4-<ammosulfonyl)*2-m 
(3,S-didiIorobeDzoyl)phenoxy]acetamide, iS^-[4-{ammosulfonyl)-2-melhylphenyI]-2- {4- 
chloro-2-[(6-cyan(>-2-pyridinyI)carbonyI]phenoxy}acet^ 

methyl-3-pyridinyl]-2-[4-cUoio-2-<3-cyano-5-methylbei^ ^-[4- 

(ammosulfonyl)-2-methylphenyI]-2*[4-chIon>-2-<3,5Kti 

and pharmaceutically acceptable derivatives thereof. 

Compounds of the present inventioa that are advantageous are those wherein is C6. 
14 aryl substituted in the meta position, particularly with halogen and wherein is 
hydrogen and R^ is Q-naryl substituted with Ci^alkyl, in particular methyl, in addition to 
one or more other substituents as defined above. 

The term ^alkyF, alone or in combination with any other term, refers to a straight- 
chain or brandied-chain saturated aliphatic hydrocarbon radical containing the specified 
number of carbon atoms. Examples of alkyl radicals include, but are not limited to, 
methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isoamyl, 
n-hexyl and the like. 

The term "alkenyl,** alone or in combination with any other term, refers to a straight- 
chain or branched-cfaain alkyl group with at least one carbon-carbon double bond. 
Examples of alkenyl radicals include, but are not limited to, ethenyl, propenyl, 
isopropenyl, butenyl, isobutenyl, pentenyl, hexenyl, hexadienyl and the like. 

The term "alkynyl" refers to hydrocarbon groups of either a straight or branched 
configuration with one or more carbon-carbon triple bonds which may occur in any stable 
point along the chain, such as ethynyl, propynyl, butynyl, pentynyl, and the like. 

The term ''alkoxy'' refers to an alkyl ether radical, wherein the term ""alkyl'' is defined 
above. Examples of suitable alkyl ether radicals include, but are not limited to, methoxy, 
ethoxy, n-propoxy. isopropoxy, n-butoxy, isobutoxy, sec-butoxy, tert-butoxy and the like. 
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The imn '^aryl/' alone or in combination with any other term, refers to a caibocyclic 
aromatic radical (such as phenyl or naphthyl) containing the qjecified number of carbon 
atoms, pief^ably from 6-14 carbon atoms, and more prefiafably from 6-10 carbon atoms. 
Examples of aryl radicals include, but are not limited to phenyl, naphthyl, ind^yl, 
indanyl, azulenyl, fluorenyl, anthracenyl and the like. 

The term *lieterocycle" or "heterocycUc" as used herein, refers to a 3-to 7- membered 
monocyclic heterocyclic riiig or 8-to 1 1- membered bicycUc heterocyclic ring which is 
either saturated, partially saturated or unsaturated, and which may be optionally 
benzofused if monocyclic. Each heterocycle consists of one or more cart>on atoms and 
from one to four heteroatoms selected from the group consisting of N, O and S, and 
wh^ein the nitrogen and sulfur heteroatoms may optionally be oxidized, and including 
any bicycUc group in which any of the above-defined heterocyclic rings is fiised to a 
benzene ring. The heterocyclic ring may be attached at any carbon or heteroatom which 
results in the creation of a stable structure. Preferred heterocycles include 5-7 membered 
monocyclic heterocycles and 8-10 membered bicyclic heterocycles. Examples of such 
groups include imidazolyl, imidazolinoyl, imidazolidinyl, quinolyl, isoqinolyl, indolyi, 
indazolyl, indazolinolyl, perhydropyridazyl, pyridazyl, pyridyl, pyrrolyl, pyrrolinyl, 
pyrrolidinyl, pyrazolyl, pyrazinyl, quinoxolyl, piperidinyl, pyranyl, pyrazolinyl, 
piperazinyl, pyrimidinyl, pyridazinyl, morpholinyl, thiamorpholinyl, fuiyl, thienyl, 
triazolyl, thiazolyl, carbolinyl, tetrazolyl, thiazolidinyl, benzofiiranoyl, thiamorpholinyl 
sulfone, oxazolyl, benzoxazolyl, oxopiperidinyl, oxopyrrolidinyl, oxoazepinyl, azepinyl, 
isoxozolyl, isothiazolyl, furazanyl, tetrahydropyranyl, tetrahydrofuranyl, thiazolyl, 
thiadiazoyl, dioxolyl, dioxinyl, oxathiolyl, benzodioxolyl, dithiolyl, thiophenyl, ' 
tetrahydrothiophenyl, sulfolanyi, dioxanyl, dioxolanyl, tetahydrofurodihydrofuraiiyl, 
tetrahydropyranodihydrofuranyl, dihydropyranyl, tetradyrofurofiiranyl and 
tetrahydropyranofuranyl. 

Preferred heterocycles include imidazolidinyl, indazolyl, pyrrolidinyl, 
thiamorpholinyl, thiophenyl, furyl, benzofuranyl, thiazolyl, oxazolyl, pyrrolyl, indolinolyl, 
benzthiazolyl, pyridinolyl, quinolinoyl, and benzothiophenyl. 
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The tcnn 'Tialogen" refers to a radical of fluorine, chlorine, bromme or iodine. 

* 

The tem "phannaceutically effective amounr refers to an amount effective in treating 
a virus infection, for example an HIV infection, in a patient either as monotherapy or in 
combination with other agents. The term "treating" as used herein refers to the alleviation 
of symptoms of a particular disorder in a patient, or the improvement of an ascertainable 
measuremoit associated widi a particular disorder, and may include the suppression of 
symptom recurrance in an asymptomatic patient such as a patient in whom a viral 
infection has become latent. The tem "prophylactically efifective amount" refers to an 
amount effective in preventing a vims infection, for example an HTV infection, or 

■ 

preventing the occurrence of symptoms of such an infection, in a patient As used herein, 
the temi "patient" refers to a mammal, including a human. 

The temi ' 'phannaceutically accq)table carrier or adjuvant" refos to a earner or 
adjuvant that may be administered to a patient, together with a compound of this 
invention, and which does not destroy the pharmacological activity thereof and is nontoxic 
when administered in doses sufficient to deliver a therapeutic amount of the antiviral 
ageoL 

As used herein, the compounds according to the invention are defined to include 
phannaceuticaUy accq>table derivatives thereof A "pharmaceutically accq)table 
derivative" means any phamiaceutically acceptable salt, ester, saft of an ester, or other 
derivative of a compound of this invention >yhich. upon administration to a recipient, is 
capable of providing (directly or indirectly) a compound of this invention or an inhibitorily 
active metabolite or residue thereof Particularly favored derivatives and prodmgs are 
those that increase the bioavailability of the compounds of this invention when such 
compounds arc administered to a mammal (e.g.. by allowing an orally administered 
compound to be more readily absoriied into the blood) or which enhance deliveiy of tiie 
parent compound to a biological compartment (e.g., the brain or lymphatic system) 
relative to the parent species. 
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Phannaceutically acceptable salts of the compounds according to the invention include 
those derived from phannaceutically acceptable inorganic and organic acids and bas«!. 
Examples of suitable acids include hydrochloric, hydrobromic, sulfuric, nitric, perchloric, 
fiimaric, maleic, phosphoric, glycollic. hictic, salicyclic, succiiiic, toluene-p-sulfonic, 
tartaric, acetic, citric, methanesulfonic. ethanesulfonic, formic, benzoic* malonic, 
naphfliaIene-2-sulfonic and benzenesulfonic acids. Other acids, such as oxalic, while not 
in themselves pharmaceutically acceptable, may be employed in the preparation of isalts 
usefal as intermediates in obtaining the compounds of the invention and their 
phannaceutically accqitable acid addition salts. 

Salts derived from appropriate bases include alkali metal (e.g. sodhun), alkaline earth 
metal (e.g., magnesium), ammonium and NW+4 (wh^ein W is Cm alkyl). 
Physiologically acceptable salts of a hydrogen atom or an amino group include salts or 
organic carboxylic acids such as acetic, hictic, tartaric, malic, isethionic, lactobionic and 
succinic acids; organic sulfonic acids such as methanesulfonic, ethanesulfonic, 
benzenesulfonic and p-toluenesulfonic acids and inorganic acids such as hydrochloric, 
sulfuric, phosphoric and sulfamic acids. Physiologically acceptable salts of a compound 
with a hydroxy group include the anion of said compound in combination with a suitable 
cation such as Na\ NH4*, and NW/ (wherein W is a CMalkyI group). 

Esters of the compounds according to the invention ai« independently selected from 
the following groups: (1) carboxylic acid esters obtained by esterification of the hydroxy 
groups, in which the non-carbonyl moiety of the caiboxyUc acid portion of the ester 
grouping is selected from straight or branched chain alkyl (for example, acetyl, n-propyl, 
t-butyl, orn-butyl), alkoxyalkyi (for example, methoxymetiiyl), aralkyl (for example, 
benzyl), aryloxyalkyl (for example, phenoxymethyl), aryl (for example, phenyl optionally 
substituted by, for example, halogen. CMalkyl. or C.^alkoxy or amino); (2) sulfonate 
esters, such as alkyl- or aralkylsulfonyl (for example, methanesulfonyl); (3) amino acid 
esters (for example. L-valyl or L-isoleucyl); (4) phosphonate esters and (5) mono-, di- or 
triphosphate esters. The phosphate esters may be further esterified by. for example, a C1.20 
alcohol or reactive derivative thereof, or by a 2.3-di (C6-24)acyl glycerol. 
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In such esters, unless othenvise specified, any alkyi moiety present advantageously 
contains fiom 1 to 18 carbon atoms, particularly fiom 1 to 6 carbon atoms, more 
particularly fiom 1 to 4 carbon atoms. Any cycloalkyl moiety present m such esters 
advantageously contains from 3 to 6 carbon atoms. Any aryl moiety present in such esters 
advantageously comprises a phenyl group. 

Any reference to any of the above compounds also includes a reference to a 
phaimaceutically accqitable saJts thereof 

In a further aspect of the invention there are provided the compounds according to the 
invention for use in medical therapy particularly for the treatment or prophylaxis of viral 
infections such as an HIV infection. Compounds according to the invention have been 
shown to be active against HIV infections, although these compounds may be active 
against HBV infections as .well. 



or 



The compounds according to the invention are particularly suited to the treatment 
prophylaxis of HIV infections and associated conditions. Reference herein to treatment 
extends to prophylaxis as well as the treatment of established infections, symptoms, and 
associated cUnical conditions such as AIDS related complex (ARC), Kaposi's sarcoma, 
20 and AIDS d^entia. 



Accorfing to a particular embodiment of the present invention, there is provided a 
method of treahnent of HIV mutant viruses that exhibit NNRTI drag resistance by 
administering a thereapeutically effective amount of a compound of the present invention 
or a pharmaceutically acceptable derivative thereof to a mammal, in particular a human. 
In particular, the compounds of the present invention may be us6d to treat wild-type 
mv-l as well as several resistance mutations, for example, K103N, LlGOl, or Y181C. 



According to another aspect, the present invention provides a meUiod for the treatmem 
JO or prevention of the symptoms or effects of a viral infection in an infected animal, for 
example, a mammal including a human, which comprises treating said animal witii a 
therapeutically effective amount of a compound according to tiie invention. According to 
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a particular embodiment of this aspect of the invention, the viral infection is a retomral 
infection, in particular an mVinfectioa A further aspect ofthe invention includes a 
method for the treatment or prevention ofthe syn^toms or effects of an HBV infection. 

The compounds according to the invention may also be used in adjuvant thebipy in the 
treatment of HIV infections or HIV-associated symptoms or effects, for example Kaposi 



»s 



sarcoma. 



0 



The present invention further provides a method for the treatment of a cUnical 
condition in an animal, for example, a mammal including a human which clinical 
condition includes those which have been discussed in the introduction hereinbefore, 
which comprises treating said animal with a therapeutically effective amount of a 
compound according to the invention. The present invention also includes a method for 
the treatment or prophylaxis of any ofthe aforementioned infections or conditions. 

In yet a further aspect, the present invention provides the use of a compound according 
to the invention in the manufacture of a medicament for the treatment or prophylaxis of 
any ofthe above mentioned viral infections or conditions. 

The above compounds according to the invention and their pharmaceutically 
acceptable derivatives may be employed in combination with other therj^eutic agents for 
the treatinent of the above infections or conditions. Combination therapies according to 
thepresent invention comprise the administration of at least one compound ofthe preset 
invention or a pharmaceutically acceptable derivative thereof and at least one other 
pharmaceutically active ingredient The active ingredient(s) and pharmaceutically active 
agents may be administered simultaneously in either the same or different pharmaceutical 
formulations or sequentially in any order. The amounts ofthe active ingredient(s) and 
pharmaceutically active agent(s) and the relative timings of administration will be selected 
in order to achieve the desired combined therapeutic effect Preferably the combination 
therapy involves Uie administi^ion of one compound according to the invention and one 
ofthe agents mentioned herein below. 
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Exan^les of such further therapeutic agents include agents that are effective for the 
treatmmt of viral infections or associated conditions such as (1 alpha, 2 beta, 3 alpha)-9- 
[2,3-bis(hydn>xymethyI)cyclobutyl]guanine [{.)BHCG. SQ-34514], oxetanocin-G (3.4- 
bis-(hydroxymethyl>2-oxetanosyl]guanine), acyclic nucleosides (e-g. acyclovir, 
valaciclovir, famciclovir, ganciclovir, penciclovir), acyclic nucleoside phosphonates (e-g, 
(S)-l-(3-hydroxy-2-phosphonyl-methoxypropyl)cytosine (HPMPC), PMEA, 

• « 

ribonucleotide reductase inhibitors such as 2-acetyIpyridine 5-[(2- 
chlon)aniIino)thiocarbonyl) thiocarbcnohydrazone, 3'a2ido-3'-deoxythymidine, other 
2*,3'-dideoxynucleosides such as 2\3'^ideoxycytidine, 2',3'-dideoxyadenosme, 2'3'. 
dideoxyinosine, 2',3'-didehydrothymidine, protease inhibitors such as indinavir, ritonavir, 
nelfinavir, amprenavir, oxathiolane nucleoside analogues such as (-)-cis-l-(2- 
hydroxymethyl)-l,3-oxathiolane 5-yl)-cytosine (lanuvudine) or cis-l-(2-(hydn)xyniethyl> 
l,3.oxathiolan-5-yl>5-fluorocytosine(FTC), 3'-deoxy-3'-fluorothyinidine, 5-chloro-2\3'- 
dideoxy-3 '-fluorouridine, (->ds-4-[2-amino-6-(cyclopropy laniino)-9H-purin-9-yl]-2- 
cyclopentene-1 -methanol (abacavir), ribiavirin, 9-[4-hydroxy-2-(hydroxymethyl)but-l-yl]- 
guanine (H2G), tat mhibitors such as 7-chloK)-5-(2-pynyl>3H.l,4-benzodiazepin-2- 
QDone (Ro5-3335), 7-chloro-l,3-dihydro-5-(lH-pyTrol-2yl)-3H-l,4-benzx)diazepin-2- 
amine (Ro24-7429), interferons such as a-interferon» renal excretion inhibitors such as 
probenecid, nucleoside transport inhibitors such as dipyridamole; pentoxifylline, N- 
acetylcysteine (NAC), Procysteine, a -trichosanthin, phosphonoformic acid, as well as 
immunomodulators such as interleukin II or thymosin, granulocyte macrophage colony 
stimulating factors, eiythiopoetin, sohible CD4 and genetically engineered derivatives 
thereof, or other non-nucleoside reverse transcriptase inhibitors (NNRTIs) such as 
nevirapine (BI-RG-587), loviride (a -APA) and delavuridine (BHAP), and 
phosphonoformic acid, and l,4-dihydn)-2H-3,l.ben20xazin-2-ones NNRTIs such as (-)-6- 
chlon>-4-cyclopropylethynyl-4-trifluoromcthyl- 1 ,4-dihydfo-2H-3, 1 -benzoxa2in-2-one (L- 
743,726 or DMP-266), and quinoxaline NNRTIs such as isopropyl (2S)-7-fluoro-3,4- 
dihydro-2-cthyl-3-oxo- 1 (2H)-quinoxalinecarboxylate (HB Y 1 293). 

The carrier(s) must be phamiaceutically acceptable in the sense of being compatible 
with the other ingredients of the fomaulation and not deleterious to the recipient thereof 
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More preferably the combination therapy involves the administration of one of the 
above mentioned agents and a compound within one of flie preferred or particularly 
preforred sub-groups within formulae (I) - (IV) (including lA, IB, IC and ID) as described 
above. Most preferably the combination therapy involves the joint use of one of the above 
named agents together with one of the compounds of the present invention specifically 
named herein. 

The present invention further includes the use of a compound according to the 
invCTtion in the manufacture of a medicammt for simultaneous or sequential 
administration with at least one oOier therapeutic agent, such as those defined 
hereinbefore. 

The compounds of the presmt invention may be synthesized by the following methods 
or by any method known in the art. 

The compounds of the present invention may be prepared according to representative 
Schemes I-XXXIV, which are presoited below. The compounds, which may be prepared 
according to these sch^es, are not limited by the compounds contained in the schemes or 
by any particular substituents used in the schemes for illustrative purposes. 

Compounds of formula (I) wherein Ri is hereinbefore defined, can be readily prepared 
from compounds of formula TV and V wherein R|, R2, R3, R4, and R5 are as hereinbefore 
defined and R6 is hydrogen, using suitable coupling conditions known in the art. 
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For example, compounds of fomula IV can be allowed to react with compounds of 
formula V m the presence of a suitable dehydrating agent, such as a caibodiimide 
dieyclohexylcaibodiinude (DCQ for example, or more preferably 1 t(3- 
dimethyIaimiiopropyI)-3-ethylcaibodiimide hydrochloride (EDAQ. In addition, the 

5 presoice of a suitable activating agent, such as 1 -hydroxybaiztriazole ^OBt), is usually 
required to promote efficient coupling of the carboxyUc acid to the appropriate amine. 
These reactions are typically carried out in an aprotic solvent such as acetonitrile 
tetrahydrofiiran or more preferably NJM-dimethylformamide (DMF), at tMiperatures fh)m 
0 to 150 ""C, most preferably at ambient temperatures. For example, carboxylic acid 49 

0 (Scheme I) is aUowed to react with amine 399 in DMF and in the presence of EDAC and 
HOBt at ambient temp^ture to provide compound 46. 
Scheme I 




EDAC. HOBt. DMF 
rt 




> Alternatively, compounds of foraiula IV, wherein R|, R2, and R5 are as hereinbefore 
defined, can first be converted to the corresponding acid chloride which is then allowed to 
react with compounds of formula V, wherein R3 and R4 are as hweinbefore defined, to 
afford compounds of ( I). The preparation of the desired acid chloride can be 
accomplished by methods weU-known m the art The carboxylic acids can be allowed to 
react with a suitable dehydrating agent such as thionyl chloride or more preferably oxalyl 
chloride. These reactions are typically perfomied in an aprotic solvent such as acetonitrile 
or pyridine or a chlorinated solvent such as chloroform or more preferably 
dichloromethane. The corresponding acid chlorides are not typically isolated in pure form, 
but instead are allowed to react directly with compounds of fomiula V. Most often, 
reactions of the acid chlorides are perfomfied in an aprotic solvent such as acetonitrile or 
chloroform, or more preferably in acetone. In addition, the presence of a compound 
capable of acting as a base such as triethylamine or pyridine, or more preferably sodium 
bicarbonate, is required in order to obtain sufficient yields of the coupling products. When 
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inorganic bases such as sodium bicarbonate are used, the addition of a smaJl amount of 
vizier to the reaction mixture promotes an efficiait coupling reaction. For example, 
xraiboxylic acid 71 (Scheme II) is allowed to react with oxalyl chloride in dichloromethane 
and in the presence of a catalytic amount of DMF to afford the couesponding acid 
chloride. The acid chloride is then allowed to react with amine 466 in a mixture of acetone 
and water and in the presence of an excess of sodium bicarbonate to provide compound 78 
Scheme n 




9"3 



OH " T 



2. acetone. H2O. NaHCC^ 
CK) 




SO>2NH2 



SO2NH2 



Lastly, compounds of formula I in which R, R5 are as hereinbefore defined, can be 
readily prepared by reaction of compounds of formula VI, wherein R7 is hydrogen with 
compounds of fomula VII wherein R2, R3 and R4 are as hereinbefore defined, and Rs i 
suitable leaving group such as a halogen, preferably chlorine or bromine, or a 
methanesulfonate or para-toluenesulfonate ester. 



IS a 




O 

NR3R4 



R2 
VII 

The alkylation of compounds of formula VI by compounds of formula VII are 
typically performed in an aprotic solvent such as acetonitrile, DMF or more preferably in 
acetone. In addition, the presence of a compound capable of acting as a base such as 
triethylamine, pyridine, or more preferably sodium carbonate, is usually required to 
promote efficient reaction. Furthermore, the reactions are typically carried out at elevated 
temperatures in the range of 40-100 For example, phenol 4 (Scheme III) is allowed to 
react with y-chloroacetanilide in the presence of sodium carbonate in refluxing acetone to 
provide compound 1. 
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Scheme HI 




acetone. K2CO3 
4 a reflux 



O 



R2 
VIII 

Compounds of formula IV, wherein R,, R2 and Rj are as hereinbefore defined and R« 
is C|.6allgrl, can be prq)ared by reaction of compounds of formula VI, wherein R, and R5 
are as hereinbefore defined, and R7 is hydrogen, with those of formula Vm, wherein R* is 
Ci^alkyl, R2 is as hereinbefore defined, and Rg is a suitable leaving group such as a 
halogen, preferably chlorine or bromine, or a methanesulfonate or para-toluenesulfonate 
ester. Typically, the reactions are performed in an aprotic solvait such as acetonitrile, 
DMF, or more preferably acetone, and temperatures ranging fi-om 40 °C to 100 °C. In 
addition, the presence of an excess of a base such as triethylamine, pyridine, or more 
preferably potassium carbonate, is usually required for efficient reaction. For example, 
phenol 47 (Scheme IV) is allowed to react with ethyl bromoacetate in refluxing acetone 
and in the presence of potassium carbonate to afford ester 48. 

Compounds of formula Vm are either commercially available or can be prepared 
using literature methods that are known in the art. 
Scheme IV 




OEt 



KjCOs* acetone, reflux 




OEt 



47 48 

Compounds of formula IV, in which R,, and R5 are as hereinbefore defined and 
IS hydrogen can be prepared from compounds of formula IV in which R,, R2 and R5 are as 
hereinbefore defined and R6 is Ci.6alkyl, by reaction with aqueous base or other suitable 
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mettiods known in the art. A variety of inorganic bases can be used to afifect the 
saponification of the esters of formula IV, such as sodium carbonate, sodium hydroxide or 
more preferably lithium hydroxide. Typically, these re^tions are performed in wato- in 
addition to a solvent that is miscible with water and is capable of dissolving the 
compounds of formula IV such as tetrahydrofiiran, methyl alcohol or ethyl alcohol. 

For example, estar 48 (Scheme V) is allowed to react with lithium hydroxide in a 
mixture of THF, watery and ethanol to afford carboxylic acid 49. 
Scheme V 




HjO.THF 




Below are schones showing the preparation of compounds of formula VI, in which Ri 
and Rs are as hereinbefore defined, and R7 is either hydrogoi or methyl: Compounds of 
formula VI, in which Rj and R5 are as hereinbefore defined and R7 is methyl, can be 
prepared by reaction of compounds of formula IX, wherein R5 is as hereinbefore defined, 
and R7 is methyl with those of formula X, wherein R| and Rio are as hereinbefore defined, 
with the further stipulation that these groups are chemically compatible with the reaction 
conditions, R7 is methyl, R9 is a halogen, preferably bromine or iodine, and Rio is N,0- 
dimethylhydroxylamino. 




O 

Ri Rio 

IX X 
Typically, compounds of formula DC are treated with an agent capable of effecting a 
halogen-metal exchange reaction, such as sec-butyl lithium, methyl lithium, tert-butyl 
lithium, or inore preferably n-butyl lithium. The halogen-metal exchange can be 
performed in an ethereal solvent such as THF, dioxane or more preferably diethyl ether, 
and at low temperatures ranging fi^om -100 to 0 °C, most preferably -78 °C. When the 
halogen-metal exchange reaction is complete, the resulting compounds of formula IX, in 
which R9 is lithium, are allowed to react with compounds of formula X, again in an 
ethereal solvent and at low temperatures. For example, 2-bromo-4-chloroanisole (Scheme 
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VI) in diethyl ether is treated with n-butyl lithium at -78 AUct 1 5 minutes at -78 ""C. 
the resulting lithium q)ecies is allowed to react with amide 68 to afiford the desired ketone 
69. 

Scheme VI 




1^ OCHj -78*0 tort 



F 

68 




Compounds of foimula IX, in which Rj is as hereinbefore defined. Rj is methyl and R9 
is either bromine or iodine are eithca- commercially available or can be prepared using 
literature methods known in the art. 

Compounds of formula X, in which R| is as hereinbefore defined and Rio is N,0- 
dimethylhydroxylamino, can be prepared from compounds of formula X in which R,o is a 
suitable leaving groi^, preferably chlorine, by reaction with N.O-dimethylhydroxylamine 
in an qirotic solvent, preferably acetonitrile, chloroform or dichloromethane, and in the 
presence of a base, preferably triethylamine. Compounds of formula X in which R,o is 
chlorine can be prepared from compounds of formula X. in which R,o is hydroxy, using 
litwature methods known in the art, such as reaction with oxalyl chloride in an orotic 
solvent, preferably dichloromethane or chloroform and in the presaice of a catalytic 
amount of DMF. For ecample, l-methyl-2-pyrrolecari>oxylic acid (Sdieme VII) in 
dichloromethane is allowed to react with excess oxalyl chloride in the presence of a 
catalytic amount of DMF. The resulting acid chloride is not isolated in pure form, but 
instead is allowed to react with N,0-dimethylhydroxylaniine in chloroform and in the 
presence of triethylamine, to afford amide 14. 
Scheme VII 



CH3 f\ CH^ 

^ "^"^^ chloride. CHjClj. DMF V"^ O 

2. CH3(CH30)NH.HCI. Ei^K CHCI3 O^'^'lr^ 



OCH3 
14 
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Alternatively, compounds of fonnula VI, in which Ri and R5 are as h^nbefore 
defined and R7 is methyl can be prq)ared by reaction of compounds of fomiula IX with 
those of fomiula X, wherein R\ and Rs are as hareinbefore defined with the fiirth^ 
stipulation that these groups are chemically compatible with the reaction conditions, R7 is 
methyl, R9 is a halogen, preferably bromine or iodine, and Rto is N,0- 
dimethylhydioxylamino. Compounds of formula IX can be converted to a species in which 
R9 is a magnesium halide, such as magnesium bromide or magnesium iodide, so-called 
Grignard reagents. The species containing the magnesium halide is then allowed to react 
with compounds of fonnula X, in which Rio is N,0-dimethylhydroxylamino. These 
reactions are typically performed in eth^eal solvents such as THF, dioxane or diethyl 
ether and at temperatures firom 0 to 100 ^C, preferably ambient temperature. The 
preparation of compounds of formula DC in which R9 is a magnesium halide can be 
accomplished by literature methods known in the art Typically, a compound of formula 
IX^ in which R9 is eith^ bromine or iodine, is allowed to react with elemental magnesium 
in an aprotic, ethereal solvent 

Alternatively, compounds of formula VI, in which Ri and R5 are as hereinbefore 
defined and R7 is methyl, can be prepared from compounds of formula IX, in which Rs is 
as hereinbefore defined, R? is methyl and R9 is a halogen, preferably bromine or iodine, by 
reaction with compounds of fonnula X, in which Rt is as hereinbefore defined and Rio is 
hydrogen, with the further stipulation that Ri is chemically compatible with subsequent 
reaction conditions. Compounds of formula X, in which R| is as ho'einbefore defined and 
Rio is hydrogen, are either commercially available or can be prepared using literature 
methods known in the art Compounds of formula DC, in which R9 is either bromine or 
iodine, are first treated with an agent capable of effecting a halogen-metal exchange 
reaction, preferably n-butyl lithium, in an ethereal solvent, preferably diethyl ether, and at 
low temperatures, preferably - 78 ^C. After the compound of formula IX, in which R9 is 
lithium, has formed, it is allowed to react with compounds of formula X, in which Rio is 
hydrogen, to afford an intermediate alcohol species. Subsequently, the intermediate 
alcohol can be treated with an agent capable of oxidizing the alcohol to a compoimd of 
formula VI, the prefened oxidizing agent being manganese (IV) oxide. Typically, the 
oxidation reactions are performed in an aprotic solvent, preferably chloroform or 
dichloromethane, and at ambient temperatures. For example, 2-bromo-4-chloroanisole was 
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treated with n-butyl lithium in ether and at -78 'C. The resulting lithio species is then 
allowed to react with 2-thiazolecaiboxaIdehyde to aflTord intermediate alcohol 2. Alcohol 2 
is then allowed to react with an excess of manganese dioxide in dichloiomethane at room 
tonpo-ature to afford ketone 3 
Scheme Vm 



/S. CHO "^"^E'jO 




N -7S%tort 




Alternatively, compounds of formula VI, in which R, and Rj are as hereinbefore 
defined and R7 is methyl, can be prq>ared by reaction of compounds of formula DC with 
those of formula X, wherein R, and Rj are as hereinbefore defined, with the further 
stipulation that these groups are chemically compatible with die reaction conditions. R7 is 
methyl, R, is a halogen, pi-eferably bromine or iodine, and R,o is hydrogen. Compounds of 
formula IX can be converted to a qjecies in which R, is a magnesium halide, such as 
magnesium bromide or magnesium iodide, so-called Grignard reagents. The species 
containing the magnesium halide is then allowed to react widi compounds of formula X, in 
which R,o is hydrogen, to aflFord an intermediate alcohol. These reactions are typically 
performed in ethereal solvoits such as THF, dioxane or diethyl ether and at tenq>eratures 
fit)m 0 "C to 100 "C, preferably ambient tempfaature. The preparation of compounds of 
formula IX, in which R9 is a magnesium halide, can be accomphshed by literahne 
methods known in the art Typically, a compound of formula IX, in which R9 is either 
bromine or iodine, is allowed to react with elemental magnesium, m an aprotlc, ethereal 
solvent. The intermediate alcohol is then allowed to react with an agoit capable of 
oxidizing it to the desired ketone, preferably manganese (IV) oxide, in an aptotic solvent, 
preferably dichloromethane or chloroform, and at ambient tempocature. 

Lastly, compounds of formula Vl, in which R| and Rs are as hereinbefore ddSned and 
R7 is methyl, can be prqsared by reaction of compounds of formula XU. m which R5 is as 
hereinbefore defined, with compounds of formula XIII, in which R, is as hereinbefore 
defined, and R„ is a halogen, preferably bromine or iodine, with the further stipulation 
that Ri and R5 are chemically compatible with subsequent diemical steps. 
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■■•II 

R5 ^i^'^ti 

XII XIII 
Typically, compounds of formula XIII, in which Rn is a halogen, preferably iodine or 

bromine, are treated with an agent capable of effecting a halogai-metal exchange reaction, 

prefi^rably n-butyl lithium, in an ethereal solvent, preferably diethyl eth^ and at low 

5 temperature, preferably -78 **C. 

Alternatively, compounds of formula VI, in which R| and R5 are as hereinbefore 
defined and R? is methyl, can be prepared by reaction of compounds of formula Xn with 
those of formula Xin, wherein R| and R5 are as hereinbefore defined, with the fiirther 
stipulation that these groups are chemically compatible with the reaction conditions, and 

10 Rt 1 is a halogen, preferably bromine or iodine. Compounds of formula Xin can be 

converted to a species in which Ri 1 is a magnesium halide, such as magnesium bromide or 
magnesium iodide, so-called Grignard reagents. The species containing the magnesium 
halide is then allowed to react with compounds of formula XII to afford the desired 
ketone. These reactions are typically performed in ethereal solvents such as THF, dioxane 

15 or diethyl ether and at temperatures firom (3 °C to 100 ^'C, preferably aihbient temperature. 
The preparation of compounds of formula XIII, in which R] 1 is a magnesium halide, can 
be accomplished by literature methods known in the art Typically, a compoimd of 
formula XIII in which Ri 1 is either bromine or iodine is allowed to react with elCTiental 
magnesium, in an aprotic, ethereal solvent 

20 Compounds of formula XIII, in which R| 1 is a halogen, preferably bromine or iodine, 
are either commercially available or can be prepared by literature methods. 

Compounds of formula VI, in which Ri and R5 are as hereinbefore defined and R7 is 
hydrogen, can be prq)ared from compounds of formula VI, in which R7 is methyl, by 
reaction with agents capable of demethylating aryl methyl ethers, with the stipulation that 

25 Ri and R5 are chemically stable under these reaction conditions. Among the agents which 
may be used for d^etbylating aryl methyl ethers are trimethylsilyl iodide, Lewis acids 
such as aluminum chloride, or more preferably boron tribromide. These reactions are 
typically conducted in aprotic-solvents such as chlorofom or dichloromethane and at 
temperatures from -78 to 100 ^'C, preferably from -78 **C to ambient temperature. For 
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example, ketone 69 (Sdieme IX) is allowed to react with an excess of boron tribromide in 
dichloromethane at -78 to afford phenol 70. 
Scheme IX 



OCHs 




-78**e to rt 




69 70 

Alternatively, compounds of formula VI, in which Ri and R5 are as hereinbefore 
defined, and R7 is hydrogen, can be prepared by reaction of compounds of fomiula IX, in 
which R5 is as hereinbefore defined, R9 is hydrogen and R7 is methyl, with compounds of 
fonnula X, in which Ri is as hereinbefore defined, and R|o is a halogen, preferably 
chlorine, with the fiirther stipulation that R| and R5 are chemically compatible with the 
reaction conditions. These reactions, typically called FriedelrCrafl acylations, are 
performed in an aprotic solvent such a$ nitrobenzene, 1,2'^dichloroethane, sulfolane, or 
more preferably dichloromethane, at temperatures ranging fix>m 0 ^^C to 150 **C, preferably 
35-60 **C. In addition, the use of a compound which is capable of acting as a Lewis acid, 
such as titanium (TV) chloride, tin (IV) chloride, or more preferably aluminum chloride is 
required. For example, 4-chloroanisole (Scheme X) is allowed to react with 3,5- 
difluorobenzoyl chloride in refluxing dichloromethane in the pres^ce of aluminum 
chloride to afford ketone 47. 
Scheme X 



OCH, 





O OH 




CH^^AICfa 
leftux 



Compounds of formula X, in which R| is as hereinbefore defined, and R|o is a halogen, 
are either commercially available or can be prepared by literature methods. Alternatively, 
compounds of formula VI, in which R| and R5 are as hereinbefore described and R7 is 
hydrogen, can prepared from the reaction of compounds of formula IX, in which R5 is as 
hereinbefore defined, and R7 and R9 are hydrogen, with compounds of formula X, in 
which R| in as hereinbefore defined and R|o is a halogen, preferably chlorine. These 
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reactions, typically called Fries reanangements, are performed in an a^rotic solvit, such 
as nitroboizene, sulfolane or chloroform and at tmiperatures ranging from 0 to 150 ^C. 
In addition, the reaction typically requires the presence of a compound enable of acting as 
a Lewis acid, such as aluminum chloride. Compounds of formula DC, in which R5 is as 
hereinbefore defined, and R9 and R7 are hydrogen, are either conmiercially available or 
can be prepared by literature methods which are familiar to those skilied in the art. 

Compounds of formula VI in which R| is C^ia aryl or C6.i4heten>cycle, substituted 
with C2^ alkenyl, can be prq>ared from compounds of formula XTV, wherein R5 is as 
herdnbefore defined, R7 is hydrogen, methyl or methylene carboxyl ester and Ru is a 
group capable of undergoing a palladium-catalyzed reaction, such as bromine, iodine, or 
trifluoromethanesulfonate ester, by reaction with C2^ alkraes. 
These reactions are typically conducted in the presence of a palladium catalyst such as 
tetrakis(triphenylphosphine)palladium, palladium dichloride bis(acetonitrile), or more 
preferably palladium acetate. The solvents for these reactions are typically aprotic solvents 
such as acetonitrile, or more preferably DMF. The reactions are usually performed at 
temp^atures ranging fi-om ambient temperature to 130 ^C, preferably 50-90 ^C. In 
addition, the presence of a base such as potassium or sodium caibonate, or triethylamine, 
is usually required. Lastly, reactions of some substrates may require the addition of a 
compound which is capable of stabilizing any intermediate palladium species. These 
compounds are most often triaryl arsine or phosphine derivatives, such as 
triphmy^hosphine, or tri-ortho-tolylphosphine. 




XIV 



The C2-8 alkenes used in these reactions are either connmercially available or can be 
pr^ared using literature methods which are familiar to those skilled in the art. 

Compounds of formula XfV in which R7, and R5 are as hereinbefore defined and R12 is 
a group capable of undergoing a palladium-catalyzed reaction, such as bromine, iodine, or 
trifluoromethanesulfonate ester, are either commercially available or can be prepared by 
literature methods . 
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Compounds of fomula VI in which R, is C^-m aiyi or C<^,4heterocycle, substituted 
with C2-8 alkyl, can be prqjared from compounds of fonnula VI in which Ri is C6-14 aiyl, 
substituted with C2-8 aikenyl, by reaction with agents capable of selectively reducing the 
alkene bond. Among the agents that may be used to effect the desired reduction are 
palladium on carbon and Raney nickel. In addition, the presence of a reducing agent such 
as anmionium formate or pressurized hydrogen gas is r^uired. These reactions are 
typically performed in a solvent capable of dissolving the olefinic substrate such as ethyl 
acetate, acetone, methyl alcohol or ethyl alcohol. 

Compounds of formula VI in which R| is C^^a aryl or C6.i4hfeterocycle, substituted 
with Ca^ alkynyl groups, can be prepared from compounds of formula XIV, in which R5 is 
as hereinbefore described, R7 is hydrogoi, methyl or methylene carboxyl ester and R12 is a 
group capable of undergoing a palladium-catalyzed reaction, preferably iodine or bromine, 
by reaction with C2-8 alkynes. These reactions are typically performed in the presence of a 
palladium catalyst such as,tetrakis(triphenylphosphine)palIadium, paUadium dichloride 
bis(acetonitrile), or palladium acetate. The solvents for these reactions are typically aprotic 
solvCTts such as acetonitrile, or more preferably DMF. The reactions are usually 
paformed at temperatures ranging from ambient temperahire to 130 ""C, preferably 50-90 
**C. In addition, the presence of a base such as potassium or sodium carbonate, or 
triethylamine, is usually required. Furthermore, reactions of some substrates may require 
the addition of a compound which is capable of stabilizing any intermediate palladium 
species. These compounds are most often triaryl arsine or phosphtne derivatives, such as 
triphenylphosphine, or tri-ortho-tolylphosphine. Lastly, these reactions require the 
presCTce of a catalytic amount of copper (I) iodide. For example, ester 223 (Scheme XI) is 
allowed to react with trimethylsilylacetylaie, in the presence of 

tertakis(tripheny!phosphine)palJadium, triethylamine and copper (I) iodide, to afford the 
intermediate trimethylsilyl-protected product Treatment of the intennediate with 
tetrabutylammonium fluoride in THF provides compound 224 
Scheme XI 
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The Ca^ alkynes used in these reactions are either conunercially available or can be 
prq>ared by lit^ture methods familiar to those skilled in the art 

Compounds of fomula VI in which Ri is C6.14 aiyl or C6-i4 arylhetoocycle substituted 
with an amino group, R5 is as hereinbefore described, and R7 is hydrogen, methyl or 
methylene caiboxy ester can be prepared fiom compounds of fonnula VI, in which R| is 
C6.I4 aiyl or C^u aiylheterocycle substituted with nitro, by reaction with a combination of 

♦ 

agents which are capable of reducing a nitro functionality to an amino group. Among these 
combination of agents are a metal containing compound, such as elemental iron, palladium 
or Raney nickel and a reducing agent, such as ammonium formate, formic acid, 
hydrochloric acid or pressurized hydrogen gas. These reactions are typically performed in 
a solvent such as ethyl acetate, acetone, methyl alcohol or ethyl alcohol and at 
temperatures ranging from 20 to 100 ""C, preferably ambient temperature. 

Compounds of formula VI, in which R| is C6.14 aryl or Ce-u aryUieterocycle, 
substituted with a nitro functionality, R5 is as hereinbefore described and R7 is hydrogen or 
methyl, can be prepared by methods previously described herein or by Uterature methods 
known in the art. 

Compounds of formula VI, in which Ri is Ce-u aryl or C6.14 arylheterocycle 
substituted with -S02RI3, where R5 is as previously defined, R7 is hydrogen, methyl or 
methylene carboxy ester and Ru is C|^ alkyl, which is optionally substituted with 
hydroxy, alkylamino, or halogen, can be prepared from compounds of formula VI in 
which Ri is Ce-u aryl or C6.14 aiylheterocycle substituted with SRu, by reaction with 
agents which are capable of oxidizing a sulfide to a sulfone. Among the agents which are 
capable of effecting the desired, selective oxidation are meta-chloroperbenzoic acid (m- 
CPBA), hydrogen peroxide in acetic acid and oxone. These reactions are typically 
conducted in solvents such as dichloromethane, chloroform, ethyl alcohol, water or a 
mixture of these solvents and in the temperature range from 0 ^'C to 100 ""C. 
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Compounds of fonnula VI , in which R| is Ce-u aryl or C^^xa arylheterocycle 
substituted with -SRu, v/hcrein R,3 is as previously described h^ein, can be prepared 
fiom commofcially arailable material or by literature methods familiar to those skilled in 
the art. 

Compounds of formula VI, in which R, is C6.14 aryl or C6.14 arylheterocycle substituted 
with nitrile, can be prepared fiom compounds of formula VI, in which Ri is C^^ia aryl or 
C6.I4 arylheterocycle substituted with a halogen, pref»ably bromine or iodine, by reaction 
with an agent or a combination of agents capable of rqjlacing the halogen with a nitrile 
functional group. Among these agents are copper (I) cyanide or a palladium catalyst in 
combination with an appropriate cyanide source such as potassium cyanide, sodium 
cyanide, or zinc cyanide. Among the palladium agents that can be employed for this 
transformation are tertrakis(triphenylphosphine)palladium, palladium acetate, or palladium 
dichloride bis(acetonitrile). These reactions are typically conducted in aprotic solvents 
such as acetonitrile, or more preferably DMF, and in the presence of phosphine ligand, 
such as triphenylphosphine, and at temperatures &om 20 ''C to 150 **C, preferably 80-85 

Compounds of formula VI, in which R| is as hereinbefore described, R7 is hydrogen, 
methyl or methylene carboxy ester and R5 is hydrogen, halogen, nitro, trifluoromethyl, Ci. 
8 alkyl or alkoxy can be prepared from commercially available material using processes 
described herein or by literature methods familiar to those skilled in the art 

Compounds of formula VI, in which R| is as previously described, R7 is hydrogen, 
methyl or methyl«ie carboxy estw, and R5 is amino, can be prq)ared fiom compounds of 
formula VI in which R5 is nitro by reaction with agents or a combination of agents capable 
of reducing a nitro group to an amino fimctionality. Among these combination of agents 
are a metal containing compound, such as elemental iron, palladium or Raney nickel and a 
reducing agent, such as ammonium formate, formic acid, hydrochloric acid or pressurized 
hydrogen gas. These re^tions are typically performed in a solvent such as ethyl acetate, 
acetone, methyl alcohol or ethyl alcohol and at temperatures ranging from 20 "^C to 100 **C, 
preferably ambient temperature. 

Compounds of formula VI in which R, is as hereinbefore defined, R7 is hydrogen, 
methyl or methylene carboxy ester, and R5 is C1.8 alkylamino can be prepared fiom 
compounds of formula VI in which R5 is amino, by reaction with agents capable of 
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selectively alkylating the amino group. Among these agents are alkyi halides, such as 
methyl iodide, alkylsulfonate esters or aUqrlaiyl sulfonate esters. These reactions are 
typically performed in polar, aprotic solvents such as N-methylpyiiolidine or DMF and at 
temperatures ranging from ambioit to 150 °C 

Compounds of formula V, in which Rj and R4, which may be the same or different, are 
hydrogen, hydroxy, C|.«alkyl, heterocycle, Ce-uarylheterxxsycle or Ce-waryl are 

commercially available or can be prepared by Uterature methods familiar to those skilled 
in the art 

Compounds of formula V, in which R3 is hydrogen and R4 is Cg-uaryl substituted with 
-SQ2NR«R7, wherein R« and R, are as hereinbefore defined, are either commercially 
available or can be prepared fiom compounds of formula XV, in which R,4 is a nitrogen 
protecting group, such as trifluorom^yl acetyl, or more preferably acetyl, R,, is 
hydrogen, halogen, Ci^aDcyl, CMalkoxy, nitro, nitrile, trifluoromethyl. and R,6 is - 
S02NR«R7, by reaction with either aqueous base or aqueous acid. These reactions are ' 
typicaUy performed in a protic solvent such as water, methyl alcohol, ethyl alcohol or a 
mixture thereof, and at tanperatures ranging from 25 "C to 100 °C. preferably 60-70 "C. 
For example, compound 465 (Scheme XH) is allowed to react with IN aqueous 
hydrochloric acid solution in ethanol at reflux temperature to afford 466. 



R14HN. 

'16 



X5 



XV 



Scheme XII 




SO2NH2 

465 



1NHCI, EtOH 
reflux 




466 



Compounds of fonnula V, in which Rj is hydrogen and R4 is Ce-uaiyl substituted with 
-SO2NR6R7, wherein R6 and R7 are as hereinbefore defined, can be prq>ared from 
compounds of fomula XV, in which R,4 is a nitrogen protecting group, such as 
trifluoromethyl acetyl, or more preferably acetyl, R,5 is hydrogen, halogen, Cgalkyl, Ci. 
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galkoxy, nitio, nitrile, trifluoromethyl, and R.^ is -SO2CI, by reaction with an appropriate 
amine. These reactions are typically conducted in a solvent such as ethyl alcohol, THF oi 
acetone and at tCTaperatuies fiom -10 "C to 50 "C, preferably 20-25 °C. For example, 
sulfonyl chloride 464 (Scheme Xni) is allowed to react with ammonium hydroxide in 
THF at ambimt temperature to afford sulfonamide 465. 
Scheme Xin 

H 9"3 H 

Compounds of fonnula XV, in which Ru is a nitrogen protecting group, such as 
trifluoromethyl acetyl, or more preferably acetyl, R,5 is hydrogai, halogen, Ci^alkyl, C|. 
salkoxy, nitro, nitrile, trifluoromethyl, and R,6 is -SO2CI, can be prq)ared fit>m compounds 
of fonnula XV, in which Rie is -SO3H or a salt thereof; by reaction with an agent capable . 
of converting a sulfonic acid or a salt tha-eof to a sulfonyl chloride. Among the agents that 
are capable of affecting this transformation are phosphorous oxychloride (POCb), or 
thionyl chloride. These reactions are conducted in an aprotic solvmt such as DMF, and at 
temperatures from -10 to 100 ^C. preferably 0 ^C. For example, compound 463 
(Scheme XIV) is allowed to react with thionyl chloride in DMF at 0 to provide sulfonyl 
chloride 464. 
Scheme XIV 

» 




SO3 Na ^ ^^^S02a 

463 ^ 

Compounds of fonnula XV, in which Ru is a nitrogen protecting group, such as 
trifluoromethyl acetyl, or more preferably acetyl, R15 is hydrogen, halogai, C|.«alkyl, Ci. 
galkoxy, nitro, nitrile, trifluoromethyl, and R,6 is -SO3H or a salt thereof; can be prepared 
from compounds of fonnula XV, in which Ru is hydrogen, by reaction with an agent 
enable of selectively protecting the amino group. Among the reagents that are capable of 
affecting this transformation are trifluoroacetic anhydride, acetyl chloride, or more 
preferably acetic anhydride. These reactions are conducted in an aprotic solvent, such as 
acetonitrile, dichloromethane, chloroforoi, or more preferably pyridine, and at 
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temperatures from 0 ""C to 100 "^C, preferably ambient temperatures. For example, 2- 
aminotoluene'5-sulfonic acid (Scheme XV) is allowed to react with acetic anhydride in 
pyridine at ambient temperature to provide compound 462. 
Scheme XV 



Compounds of fonnula XV, in which Ru is hydrogen, R,5 is hydrogen, halogen, C,.«. 
alkyl, Ci-salkoxy, nitro, nitrile, trifluoromethyl, and Ri6 is -SO3H or a salt thmo^ are 
commercially available or can be prepared by literature methods familiar to those skilled 
in the art 

Compounds of fonnula V in which R3 is hydrogen and R4 is Ce-uarylheterocycle 
substituted with -SO2, -S(0), or C(0), can be prepared from compounds of formula XVI, 
in which R,5 is hydrogen, halogen, Ci-galkyl, C^galkoxy, nitro, nitrile, trifluoromethyl, and 
Ri7 is a heterocycle substituted with -SO2. -S(0), or C(0), by reaction with an agent or a 
combination of agents capable of selectively reducing the nitro group to an amino group. 
Among the agmts capable of affecting this transformation are palladium on carbon in 
combination with hydrogen gas, Raney nickel in combination with hydrogen gas, iron in 
combination with hydrochloric acid, or tin (H) chloride in combination with hydrochloric 
acid. These reactions are typically performed in a protic solvent such as water, methyl 
alcohol, ethyl alcohol or a mixture thereof, and at temperatures ranging from ambi«it to 



1 



XVI) 



react with palladium on carbon in combination with hydrogen gas in ethyl alcohol at 
ambient temperature to afford compound 399. 

XVI 

Scheme XVI 
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CH3 

Pd/C. H2 H2N, 



397 399 

Compounds of foimula XVI, in which R|5 is hydrogen, halogen, Ci^alkyl, Ci^alkoxy, 
nitro, nitiile, trifluoromethyl, and Rn is a heterocycle substituted with -SO2, or -S(0), can 
be prepared from compounds of formula XVI in which R17 is a heterocycle substituted 
with -S, by reaction with an agent cq>able of oxidizing a sulfide to a sulfoxide or a 
sulfone. Among the agents capable of affecting this transformation are meta- 
chloropabCTzoic acid (mCPB A), hydrogen peroxide, or oxone. These reactions are 
typicaUy p^formed in solvents such as water, THF, acetonitrile, dichloromethane, methyl 
alcohol, ethyl alcohol, or a mixture thereof and at temperatures from 0 °C to 100 **C. For 
example, compound 394 (Scheme XVII) is allowed to react with MCPBA in chloroform at 
room tempoature to provide both the sulfoxide 397 and the sulfone 398. 
Scheme XVII 




394 397 




mCPBA 



Compounds of formula XVI, in which R15 is hydrogen, halogen, Ci^alkyl, Ci-galkoxy, 
nitro, nitrile, trifluoromethyl, and Rn is a heterocycle substituted widi -S, or -O can be 
prq)ared from compounds of formula XVI, in which R17 is or contains a suitable leaving 
group, such as a halide, preferably fluorine, chlorine, or bromine, by reaction with 
heterocyclic compounds capable of displacing the leaving group. Among the heterocycles 
that can affect this transformation are imidazole, 1,2,3-triazole, 1 A4-triazole, moipholine, 
thiomorpholine, N-methylpiperazine, piperazine, and piperidine. These reactions are 
typically performed in an aprotic solvent such as dioxane. Tiff, dimethylsulfoxide or 
pyridine, and in the presence of a base such as triethylamine, or more preferably sodium or 
potassium carbonate, and at temperatures from 0 "^C to 150 ^^C, preferably 50-100 Two 
such examples are shown below in Scheme XIX. In the first example, 5-fluoro-2- 
nitrotoluene is allowed to react with thiomorpholine in pyridine and water and in the 
presence of potassium carbonate to afford compound X. In the second example, 5-fluoro- 
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2*niliotoluCTe is allowed to react with imidazole in dimethylsulfoxide, in the presence of 
potassium carbonate, at 70 °C to provide compound 394. 
Scheme XIX 



pymfine 





H 



K2CO3. DMSO 




The desired het^cycles, such as those used in the schemes above, are either 
commercially available or can be prq)ared using literature m^ods familiar to those 
skilled in the art 

Compounds of formula XV, in vMch Ru is hydrogen, R15 is hydrogen, halogen, C|^ 
alkyl, Ci-salkoxy, nitro, nitrile, or trifluoromethyl, and R16 is -0R«, wherein Rg is Ci- 
galkyl, optionally substituted with Ci^alkoxide, alkylamine, -SC^NReR?, wherein and 
R7 are as hereinbefore defined, or heterocycle can be prepared j6om compounds of 
formula XVI in which R15 is hydrogen, halogen, Ci-galkyl, Ci^alkoxy, nitro, nitrile, or 
trifluoromethyl, and Rn is -ORg, by reaction with agents or a combination of agents which 
are capable of selectively reducing the nitro group to an amino group. Among the agents 
capable of affecting this transformation are palladium on carbon in combination with 
hydrogen gas, Raney nickel in combination with hydrogen gas, iron in combination with 
hydrochloric acid, or tin (II) chloride in combination with hydrochloric acid. These 
reactions are typically performed in a protic solvent such as water, methyl alcohol, ethyl 
alcohol or a mixture thereof, and at tanperatures ranging fiiom ambient to 100 °C, 
preferably 40-85 "^C. For example, compound 139 (Scheme XX) is allowed to react with 
palladium on carbon in ethyl alcohol and in the presence of pressurized hydrogen gas to 
afford amine 140. 
Scheme XX 
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CH3 



139 



Compounds of fonoaula XVI, in which R15 is hydrogm, halogen, Ci^alkyl, Ci^alkoxy, 
nitio, nitrile, or trifluoromethyl, and Rn is -ORs, wh^ein R« is Rg is C^galkyl, optionally 
substituted with Ci^alkoxide, alkylamine, -SO2NR6R7. wherein R^ and R7 are as 
5 hereinbefbre defined, or h^erocycle can be prq>aied from compounds of fonnula XVI» in 
which R)7 is hydroxy, by reaction with compounds of formula XVII in which R|g is Ci. 
galkyl optionally substituted with C^galkoxide, •SO2NR6R7, wherein R^ and R7 are as 
hereinbefore defined, or hetoocycle, and R19 is a leaving group, preferably bromine or 
chlorine. These reactions are usually conducted in an aprotic solvit such as DMF, N- 
10 metbylpyiTolidine, acetonitrile, or pyridine. In addition, the presence of a base such as 
triethylamine, or more preferably sodium or potassium carbonate is usually required. For 
example, 4-nitro-3-methylphenol (Scheme XXI) is allowed to react with 13- 
dibromopropane in DMF and in the presence of potassium carbonate to afford compound 
249. 

15 XVII 
Scheme XXI 

CH3 

02N,_A. Br^ "Br 




K2CO3. DMF. rt 

249 

Compounds of formula XVI, in which R15 is hydrogen, halogen, Ci^alkyl, Ci^alkoxy, 
nitro, nitrile, or trifluoromethyl, and Rn is -ORg, wherein Rg is Ci^alkyl substituted with * 

20 SO2NR6R7, can be prepared from compounds of formula XVI, in which Rg is Ci^alkyl . 
substituted with -SO2CI, by reaction with ammonia or an appropriate amine. These 
reactions are typically performed in aprotic solvents sudi as acetonitrile, or more 
preferably dichloromethane or chloroform. For example, sulfonyl chloride 260 (Scheme 
XXn) is allowed to react with dimethylamine in dichloromethane at 0 to provide 

25 sulfonamide 264. 
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Scheme XXII 



CH, 





CH2C12 

0"C 



260 264 SpjNCCHah 

Compounds of fonnula XVI ia which R15 is hydrogen, halogen, Ci^alkyl, Ci^alkoxy, 
nitro, nitrile, or trifluoromethyl, and R17 is <fR%, wh^ein R« is Ct^alkyl substituted with - 
SO2CI, can be prq)ared from compounds of formula XVI in which Ri? is -ORs and Rg is 
Ci^alkyl substituted with -SO3H or a salt thereof by reaction with an agent capable of 
convoling a sulfonic acid or a salt th^eof to a sulfonyl chloride. Among the agents 
capable of affecting this transformation are POCU^ or more preferably thionyl chloride. 
These reactions are typically performed in an aprotic solvent such as dichloromethane, 
chloroform, or DMF. For example, compound 253 (Schone XXEQ) is allowed to react 
with thionyl chloride in DMF at 0 to afford sulfonyl chloride 254. 
Scheme XXDI 





0 © 

SOa Na 0**C 

253 254 S02a 

Compounds of formula XVI, in which R15 is hydrogen, halogen, Ci-galkyl Ci^alkoxy, 
nitro, nitrile, or trifluoromethyl, and Rn is -ORs. wherein R« is Ci-galkyl substituted with - 
SO3H or a salt thereof, can be prepared from compounds of formula XVI, in which Rt? is - 
ORg, wherein Rg is hydrogen, by reaction with a cyclic sulfonate ester, more commonly 
known as a sultone. These reactions are conducted in an q)rotic solvent, such as DMF, 
acetonitrile, acetone, or more pref^ably THF and in the presence of a base such as 
potassium carbonate, or more preferably sodium hydride. For example, 3-methyl-4- 
nitrophenol (Scheme XXIV) is allowed to react with 1,3-propane sultone in THF and in 
the presence of sodium hydride to afford sulfonic acid salt 253. 
Scheme XXIV 

CH3 



OH 

253 




wo 01/17982 



PCT/EPOO/08487 



55 



The desired sultones, such as 1,3-propane sultone, are either conunorially available or 
can be prqyared by litmture methods familiar to those skilled in the art 

Compounds of formula XVI» wherein R15 is hydrogen, halogen, Ci-salkyl, Ci-galkoxy, 
nitro, nilrile, or trifluoromethyU and Rn is -NR^R?, can be prepared fiom compounds of 
formula XVI, in which Rn is a suitable leaving group such as a halide, preferably chlorine 
or fluorine, by reaction with an appropriate amine. These reactions are conducted in 
solvoits such as DMF, acetonitrile, dioxane, water, pyridine, or a mixture thereoi^ and in 
the presence of a base such as sodium or potassium carbonate, or more preferably sodimn 
bicarbonate. For example, S-fluoro-2-nitrotoluene (Scheme XXV) is allowed to react with 
4-(3-aminopropyl)morpholine in pyridine and water and in the presence of sodium 
bicarbonate to provide compoimd 308. 
Scheme XXV 




pyridine, water ^■^^N^^'^^-'^N^^ 
NaHCQa " L^O 

308 

The desired amines of formula HNR4R7 are either commercially available or can be 
prepared using literature methods known in the art. 

Compounds of formula V, in which R3 is hydrogen and R4 is an aromatic heterocycle, 
are either conunercially available or can be prq>ared using literature methods familiar to 
those skilled in the art 

Compounds of formula (V) in which R3 is hydrogen and R4 is heterocycle, pyridine for 
example, substituted with -S02NR6R7, whwein R^ and R7 are as hereinbefore defined, can 
be prqiared by the methods shown below or by methods known to those skilled in the art 
For example, S-amino-4-methyl-2-pyridinesulfonamide can be prepared from 2-chloro-4- 
methyl-5-nitropyridine as shown in scheme XXVL Commercially available 2-chloro-4- 
methyl-S-nitropyridine is allowed to react with an agent capable of displacing the 2-chloro 
group with a sulfur atom to provide 4-methyl-5-nitn>-2-pyridinethiol, for example, 
thiourea. These reactions are typically performed in a polar, protic solvent, acetic acid, for 
example and in the presence of a base, potassium and sodium hydroxide for example, and 
at temperatures fi-om 20 **C to 1 50 "^C. The resulting thiol is then allowed to react with a 
reagent capable of oxidizing the thiol to the sulfonic acid derivative, for example hydrogen 
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p^xide, oxone or chlorine gas. The oxidation can be advantageously performed using 
chlorine gas as the oxidizing agent in an acidic solvent, IN hydrochloric acid for example, 
with the concomitant formation of the corresponding, desired sulfonyl chloride. The 
resulting sulfonyl chloride is then allowed to react with an agent capable of conv^ting it 
to the corresponding sulfonamide, ammonia gas or a solution of ammonia in an 
appropriate solvent such as dichloromethane, to provide 4-methyl-5-nitro-2- 
pyridinesulfonamide. The nitio group can then be reduced using methods known to those 
skilled m the ait, palladium on carbon in the presence of hydrogen gas as the reducing 
agent for example, to produce the desired 5-amino-4-methyl-2-pyridinesulfonainide. The 
reduction reactions are typically paformed in a polar, protic solvent, methanol for 
example, and at temperatures from 20 to 100 ""C, preferably at ambient temperature. 
Scheme XXVI 

.1 CHs CH, 

H^N-^NH, NO,.,^^ 1. IN Ha H^N 




3H2.Pd/C o' NHj 

Alternatively, compounds of fomiula (V), in which R3 is hydrogen and R4 is 
heterocycl^, pyridine for example, substituted with -S02NR<^7, wherein and R7 are as 
hereinbefore defined, can be prepared by the methods shown below or by methods known 
to those skilled in the art. For sample, 5-amino-6-methyl-2-pyridinesulfonamide can be 
prepared as shown in scheme XXVII. Commercially available 2-amino-5-methylpyridine 
is allowed to react with an agent capable of nitrating the pyridine ring, for example a 
mixture of nitric and sulfuric acids. These reactions are typically performed in 
concentrated sulfuric acid as solvent, and at temperatures from -10 to 25 **C, preferably 
at 0 *C, to produce the desired 5-amino-2-methyl-3-nitiopyridine. The amino group is then 
allowed to react with a combination of agents cqjable of converting the amino group to a 
chlorine substituent For example, 5-amino-2-methyl-3-nitn)pyridine was allowed to react 
with tert-butylnitrite, to produce the corresponding diazonium salt, followed by reaction 
with trimethylsilyl chloride in an aprotic solvent, dichloromethane for example, to afford 
5-chloro-2-methyl-3-nitropyridine. The chloro group is then allowed to react with an agent 
capable of effecting a substitution on the pyridine ring to produce the corresponding thiol 
derivative. For example, 5-chIoro-2-methyl-3-nitropyridine was allowed to react with 
thiourea in a mixture of acetic acid, potassium hydroxide and sodium hydroxide to afford 
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the desired 6-methyI-5-nitro-2-pyridinethiol. The resulting thiol is then aUowed to react 
with a reagent capable of oxidizing the thiol to the sulfonic acid derivative, for example 
hydrogen paoxide, oxone or chlorine gas. The oxidation can be advant^eously 
poformed uang chlorine gas as the oxidizing agent in an acidic solvent, IN hydrochloric 
add for example, with the concomitant formation of the corresponding, desired sulfonyl 
chloride. The resulting sulfonyl chloride is then allowed to react with an agent ciq)able of 
converting it to the corresponding sulfonamide, ammonia gas or a sohition of ammonia in 
an appropriate solvent such as dichloromethane, to provide 6-roethyl-5-nitro-2- 
pyridinesulfonamide. The mtro group can then be reduced using methods known to those 
skilled in the art, palladium on carbon in the presence of hydrogoi gas as the reducing 
agent for example, to produce the desired 5-aniino-6-methyl-2-pyridinesulfonaniide. The 
reduction reactions are typically perfonned in a polar, protic solvcait, methanol for 
example, and at temperatures from 20 °C to 100 *C, preferably at ambient temperature. 
Scheme XXVII 



CH, CH3 CH 





N HNO3.H2SO4 ^ °'^Y^N TMSCI.CH;a2 "''^^j 
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s 
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CH3 

1. cij. NH3 ^^^rr^u 



2. H2. Pd/C ^^SH 

Alternatively, compounds of formula (V) in which R3 is hydrogen and R, is 
heterocycle, pyridine for example, substituted with -S02NR«R7. wherein R« and R7 are as 
hraeinbefore defined, can be prqiared by the medKxls shown below or by methods known 
to those skilled in the art. For example, 6-amino-5-methyl-3-pyridinesulfonamide can be 
prepared as shovm in scheme XXVffl. Commercially available 2-amino-3-methylpyridine 
is allowed to react with an agent capable of sulfonylating the pyridine ring, for example 
oleum. These reactions are typically performed in a mixture of 20%SO3/H2SO4, at 
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temperatures rangiiig firom 75 **C to 200 ^C, prefmbly 160^C, to produce 6-ainino-S- 
methyI-3*pyridinesulfonic acid. The amino group is then allowed to react with a 
combination of agmts capable of effecting protection of the amino group from oxidation 
in subsequent stq)s. For example, 6-amino-5-metfa^-3-pyridinesulfoiiic acid was allowed 
to react with a mixture of N^*dimethylformamide (DMF) and thionyl chloride, so-called 
Vilsmier reagents, to produce die desired 6-[(dimethylamino)methylidenejamino-S- 
methyl-3-pyridinesulfonic acid intermediate. This compound is then allowed to react with 
a combination of agents capable of converting the sulfonic acid to the corresponding 
sulfonyl chloride, followed by reaction with an agent capable of converting the sulfonyl 
chloride to the corresponding sulfonamide derivative. For example, desired 6- 
[(dimethylamino)methyIidenejamino-S-methyl-3-pyridinesulfonic acid is allowed to react 
with phosphorous oxychloride to produce the intermediate sulfonyl chloride, followed by 
reaction with ammonium hydroxide, to afford the desired 6-aminO'5-methyl-3- 
pyridinesulfonamide. 
Scheme XXVIH 




POCI3 
NH4OH 




Compounds of formula (XV) wherein Rh is hydrogen, R15 is hydrogen halogen, Ci- 
galkyl, Ci-salkoxy, nitro, nitrile, trifluoromethyl, and R|6 is -SO2NR6R7, wherein R^ and 
R7 are as hereinbefore defined, can be prq>ared by methods known in the art or by the 
method shown in Scheme XXIX. For example, 4-amino-M3-dimethylbenzenesulfonamide 
can be prepared from commercially available 4-amino-3-methylbenzenesulfonic acid by 



wo 01/17!>82 



59 



PCT/£P0O/08487 



reaction with a combination of reagents capable of effecting protection of the amino group 
from oxidation in later chemical steps. For example. 4-amim>-3-methylbenzenesulfonic 
acid was allowed to react with N^N-dimethylformamide (DMF) and oxalyl chloride in 
dichloiomethane to effect the concomi tant protection of the amino group as the 
corresponding amidine as weU as converting the sulfomc add to the desired sulfonyl 
chloride. The sulfonyl chloride was dien allowed to react with an amine, methyl amine for 
example, to produce 4-[(dimethylamin6)methylidene]amino-M3- 
dimethylbenzenesulfonamide. The amidme-protecting group was then removed using 
hydraziDe hydrochloride. 
Scheme XXIX 




CH3 DMF 




II CH,NH, 




o=s=o 



H,C 




Alternatively, compounds of fonnula (XV), wherein Rm is hydrogen. R,5 is 
hydrogen halogen, CMalkyI, C,4,alkoxy, nitro. nitrile. trifluoromethyl, and R.^ is -SO- 
2NR6R7, wherein R« and R7 are as hereinbefore defined, can be prepared by methods 
known in the art or by the method shown in Scheme XXX. For example. 4-araino-A^ ^.3- 
trimethylbenzenesulfonamide can be prepared by methods known in the art or as shown in 
Scheme XXX. Commercially available 4-amino-3-methylbenzenesulfonic acid is allowed 
to react with an agent capable of effecting piotecrion of the amino gmup from oxidation in 
further synthetic steps. For example, 4-amino-3-methylbenzenesulfonic acid was allowed 
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to react with benzyl bromide in the presence of a base, sodium or potassium carbonate for 
example, to afford sodium 4^dibenzyhimino)-3-methylbenzenesulfonate. These reactions 
are typically performed a polar, aprotic solvent. N^J-dimetbylforfflamide for example, at 
temperature ranges fiom 25 °C to 125 "C. preferably 75-100 °C. The sodium salt is then 
allowed to react with an agent capable of converting the salt to the corresponding sulfonyl 
chloride. For example, afford sodium 4-<dibenzylamino>3-methylben2enesulfonate was 
aUowed to react with thionyl chloride in N.N-dimethylfonnamide (DMF) to afford the 
desired 4-{dibenzylamino)-3-methylbenzenesulfonyl chloride. These reactions are 
typically performed in an aprotic solvent, dicUoromethane for example, and at 
temperatures fiom 0 °C to 75 °C, preferably 0 'C. The sulfonyl chloride is then aUowed to 
react with an appropriate amine to afford the desired sulfonamide. For example. 4- 
(dibenzylamino)-3-methylben26nesulfonyl chloride was allowed to react with 
dimethylamine to afford the desired 4-(diba)zylarnino)-Ar 7V.3- 
trimethylbenzenesulfonamide. The sulfonamide is then allowed to react with a 
combination of agent oqjable of effecting the deprotection of the amine to produce the 
desired aniline derivative. For example, desired 4-(dibenzylamino)-AVV,3- 
trimethylbenzenesulfonamide was allowed to react with hydrogen gas in the presence of a 
palladium on carbon catalyst to effect cleaVage of the benzyl protecting groups and afford 
the desired 4-amino-A^.A^3-trimethylbenzenesulfonaniide. 
20 Scheme XXX 



15 



S 



I 



(CH,),NH 



HjH 



CH, 



^ CH, 

Compounds of formula XVm where Rj is either a hydroxy or methoxy group and 
R. and. Rj are as hereinbefore defined, and X is a heteroatom. preferably oxygen or sulfur, 
can be prepared fiom compounds of formula XIX with compounds of formula X where R, 
is hereinbefore defined and R.o is a halogen, preferably chlorine, with the stipulation that 
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Ri and Rj are chemicaUy compatible with the reaction conditions and that Rj, R3 and 
RiCO are regiochemically compatible in such reactions. These reactions, typically caUed 
Friedel-Craft acylations, are perfonned accoiding to processes previously described (see, 
for example. Scheme X). For example, 3-methoxythiophene (Scheme XXXI) is allowed 
to react with benzoyl chloride in refluxing dichloromethane in the presence of aluminum 
chloride to afTord ketone 664. 



R2 




xvm 



0- „1 

^ RI RIO 



XIX X 



Scheme XXXI 




Compounds of fonnula XVUI where R, and R3 are as hereinbefore defined and R2 is 
methoxy and X is a heteroatom, preferably sulfur or oxygen, can be prepared fiom the 
reaction of compounds of fonnula XX in which Rj and R3 are as hereinbefore defined with 
compounds of XIU in which R, is as hereinbefore defmed, and R„ is a halogen, preferably 
bromine or iodine, with the stipulation that R, and R5 are chemically compatible with 
subsequent chemical steps and that the N,0-dimethylhydroxyacetamide, Rj and Rj groups 
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arc regiochemicaUy compatible in such a reaction. TypicaUy, conditions for such 
reactions are similar to those described for the synthesis of compounds of fonnula m 




XX 



R1 — R11 

xm 



For example, 3^-dibromotoluene in diethyl ether was treated with n-butyUithium at -78 
""C. After 15 minutes at -78 **C. the resulting lithium species is allowed to react with 675 
to afford the desired ketone 676 (see Sch^e XXXIII). 
Scheme XXXUI 




n-BuU, Et20 
-78 «C tort 




Finally, compounds of fonnula XX can be prepared from compounds of formula XXI 
where and Rj are as hereinbefore defined using procedures previously described for the 
synthesis of compounds of fonnula X (See Scheme VII). 




XXI 



Compounds of fonnula XXI can, in turn, be prepared according to procedures described 
the literature. See for example Synthesis, 1984, 847 for the synthesis of 673 which after 
hydrolysis provided compound 674 (Sch^e XXXIV). 



m 
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Scheme XXXIV 

O nMo 

673 674 

5 A further object of the present invaition features intomediates 7, 32, 33, 36, 38, 44, 45, 
49, 51, 52, 61, 65, 66, 71, 75, 76, 111, 112, 115, 118, 119, 128, 129, 171, 172, 191, 192, 
199, 200, 206, 207, 224, 225, 232, 233, 235, 236, 246, 247, 253, 254, 255, 256, 259, 260, 
261, 262, 264, 265, 267, 268, 288, 289, 290, 409, 412, 428, 430, 431, 433, 477, 490, 495, 
496, 507, 51 1, 514, 515, 518, 519, 522, 523, 526, 527, 529, 530, 532, 533, 537, 538, 540, 
10 541, 543, 544, 546, 553, 556, 558, 559, 561, 562, 567, 568, 572, 573, 576, 577, 582, 584, 
585, 588, 589, 595, 602, 603, 608, 611, 612, 616, 620, 621, 638, 639, 648, 653, 661, 662, 
671, 676, 677 useful in the manufacture of the compounds of the present invention. 



The compounds accordmg to the invention, also refeired to herein as the active 
ingredient, may be administered for therapy by any suiuble route including oral, rectal, 
nasal, topical (including transdennal, buccal and sublingual), vaginal and parenteral 
(including subcutaneous, intramuscular, intravenous, intrademial, and intravitreal). It will 
be appreciated that flie prefored route will vary with the condition and age of the 
recipient, the nature of die infection and the chosen active ingredimt. 



In general a suitable dose for each of the above-mentioned coiriitions will be in the 
range of 0.01 to 250 mg per kilogram body weight of the recipient (e.g. a human) per day, 
preferably in the range of 0. 1 to 1 00 mg per kilogram body weight per day and most 
preferably in the range 0.5 to 30 mg per kilogram body weight per day and particularly in 
25 the range 1 .0 to 20 mg per kilogram body weight per day. Unless otherwise indicated, all 
weights of active ingredient are calculated as the parent compound of formula (I); for salts 
or esters thereof, the weights would be increased proportionally. The desired dose may be 
presented as one. two, three, four, five, six or more sub-doses administered at appropriate 
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intervals throughout the day. In some cases the desired dose may be given on alternative 
days. These siib-doses may be administered in unit dosage forms, for example, containing 
10 to 1000 mg or 50 to 500 mg, pref^ably 20 to 500 mg, and most preferably 100 to 400 
mg of active ingredient per unit dosage form. 

5 

While it is possible for the active ingredioit to be administ^ed alone it is preferable to 
present it as a pharmaceutical formulation. The formulations of the preset invention 
comprise at least one active ingredient* as defined above, togeth^ with one or more 
acceptable carriers thereof and optionally oth^ therapeutic agents. Each carrier must be 
10 - "acceptable" in the sense of being compatible with the other ingredients of the formulation 
and not injurious to the patirat. 

Formulations include those suitable for oral, rectal, nasal, topical (including 
transdermal, buccal and * sublingual), vaginal or par»iteral (including subcutaneous, 

15 intramuscular, intravenous, intradermal, and intravitreal) administration. The fonnulations 
may conveniently be presented in unit dosage form and may be prepared by any methods 
well known in the art of pharmacy. Such methods represent a further feature of the 
presoit invention and include the step of bringing into association the active ingredirats 
with the carrier which constitutes one or more accessory ingredients. In general, the 

20 formulations are prepared by uniformly and intimately bringing into association the active 
ingredients with liquid carriers or finely divided solid carriers or both, and then if 
necessary shaping the product. 

The present invention further includes a pharmaceutical formulation as hereinbefore 
25 defined wherein a compound of formula (I) or a pharmaceutically acceptable derivative 
thereof and at least one further therapeutic agent are presented separately from one another 
as a kit of parts. 

Compositions suitable for transdermal administration may be presented as discrete 
30 patches adapted to remain in intimate contact with the epidermis of the recipient for a 
prolonged period of time. Such patches suitably contain the active compound !) in an 
optionally buffered, aqueous solution or 2) dissolved and/or dispersed in an adhesive or 3) 
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dispersed in a polymer. A suitable concentration of the active compound is about 1% to 
25%, preferably about 3% to 15%. As one particular possibility, the active compound 
may be deUvered from the patch by electrotranspoit or iontophoresis as generally 
desciihediaPhannaceutical Research 3 {(S)^31S(19S6). 

Fonnulations of the present invention suitable for oral administration may be presented 
as discrete units siich as capsules, caplets, cachets or tablets each containing a 
predetermined amount of the active ingredients; as a powder or granules; as a solution or a 
suspension in an aqueous or non-aqueous liquid; or as an oil-in-water liquid emulsion or a 
water-in-oil liquid emulsion. The active ingredient may also be presented as a bolus, 
electuaiy or paste. 



A tablet may be made by compression or molding, optionally with one or more 
accessory ingredients. Compressed tablets may be prepared by compressing in a suitable 
machine the active ingredients in a free-flowing form such as a powder or granules, 
optionally mixed with a binder (e.g. povidone, gelatin, hydroxypiopyhnethyl cellulose), 
lubricant, inert diluent, preservative, disintegrant (e.g. sodium starch glycollate, cross- 
Unked povidone, cross-linked sodium carboxymethyl cellulose) surfece-active or 
dispersing agent Molded tablets may be made by molding a mixture of the powdered 
compound moistened with an inert liquid diluent in a suitable machine. The tablets may 
optionally be coated or scored and may be formulated so as to provide slow or controlled 
release of the active ingredients therein using, for example, hydroxypropyhncthyl 
cellulose in varying proportions to provide the desired release profile. Tablets may 
optionally be provided with an enteric coating, to provide release in parts of the gut other 
25 than the stomach. 

Formulations suitable for topical administration in the mouth include lozenges 
comprising the active ingredients in a flavored base, usually sucrose and acacia or 
tragacanth; pastilles comprising the active ingredient in an inert basis such as gelatin and 
30 glycerin, or sucrose and acacia; and moufliwashes comprising the active ingredient in a 
suitable liquid cama. 
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Fonnulations for rectal administration may be presoited as a suppository with a suitable 
base comprising, for example, cocoa butter or a salicylate. 

Formulations suitable for vaginal administration may be presented as pessaries, 
5 tampons, creams, gels, pastes, foams or spray fonnulations containing in addition to the 
active ingredient such carriers as are known in the art to be appropriate. 

Pharmaceutical formulations suitable for rectal administration wherein the carrier is a 
solid are most preferably presented as unit dose suppositories. Suitable earners include 
10 cocoa butter and other materials commonly used in the art. The suppositories may be 
conveniently fonned by admixture of the active combination with the softened or melted 
cairier(s) followed by chilling and shaping in molds. 



15 



20 



25 



Formulations suitable , for parenteral administration include aqueous and nonaqueous 
isotonic sterile injection solutions which may contain anti-oxidants, buffers, bacteriostats 
and solutes which render the formulation isotonic with the blood of the intended recipient; 
and aqueous and non-aqueous sterile suspensions which may include suspending agents 
and thickaiing agents; and Uposomes or other microparticulate systems which are 
designed to target the compound to blood components or one or more organs. The 
formulations may be presented in unit-dose or multi-dose sealed containers, for example, 
ampoules and vials, and may be stored in a freeze-dried (lyophilized) condition requiring 
only the addition of the sterile liquid carrier, for exanq)le watCT for injection, immediately 
prior to use. Extemporaneous injection solutions and suq^iensions may be prq>ared &om 
sterile powders, granules and tablets of the kind previously described. 

Preferred unit dosage fonnulations are those containing a daily dose or daily subdose 
of the active ingredients, as hereinbefore recited, or an qipropriate fraction thereof. 



It should be understood that in addition to the ingredirats particularly mentioned above 
30 tiie fonnulations of this invention may include other agents conventional in the art having 
regard to the type of formulation in question, for example, those suitable for oral 
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administration may include such fiiither agents as sweetoi^ thickeners and flavoring 
agents. 

The following examples are intraded for illustration only and are not int^ded to limit 
5 the scope of the invoition in any way. "Active ingredient" denotes a compound according 
to the invention or multiples thereof or a physiologically, functional derivative of any of 
the aforem^tioned compounds. 

10 General Procedares: 

General procedare I; Friedel-Crafts reaction of acid chlorides with 4-chloroanlsole 
hito a round-bottom flask equipped with a stir bar, a reflux condenser, and nitrogen on 
demand, were placed 4-chloroanisole (1-1.25 mmol/mmol of acid chloride), aluminum 

15 chloride (AICI3, 1-1 .75 mmol/mmol of acid chloride) and CH2CI2- To the resulting mixture 
was added the appropriate acid chloride at rt When the addition was complete, the orange 
mixture was heated to reflux and was allowed to stir for 2-24 h. The mixture was allowed 
to cool to rt and was carefully poured onto ice water, giving a two-phase mixture which 
was stirred at rt for 30 min to 2 h. It was then poured into a separatory funnel containing 

20 water. The organic layer was collected, washed with water, brine, dried over MgS04, 

filtered and the solvents were removed under reduced pressure. See specific examples for 
details regarding additional purification. 

General procedure II: Alkylation of phenols with ethyl bromoacetate 

25 

Into a round-bottom flask equipped with a stir bar, reflux condenser, and nitrogen on 
demand were placed the ^propriate phenol, potassium carbonate (2-10 mmol/mmol of 
phenol), ethyl bromoacetate (1-1.5 mmol/mmol of phraol) and acetone (1-10 mL/mmol of 
phoiol). The resulting mixture was heated to reflux for 1 -20 h, aft^ which tune it was 
30 allowed to cool to rt and was poured into a separatory funnel containing ethyl acetate and 
water. The organic layer was collected and was washed with water, brine, dried ovct 
MgS04, filtered and the solvents were removed under reduced pressure to leave an oil. See 
specific examples for details regarding additional piuification. 
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General procedure HI: Saponification of ethyl esters to the carboxyUc acids 

A round-bottom flask was equipped with a stir bar, nitrogm on demand and was flushed 
with nitrogen. To the flask were added t^ahydrofiiran (THF, US mL/mmoi of ester), 
ethyl alcohol (EtOH, 1-5 mL/mmol of estw), water (1-5 mL/mmol of ester) and lithium 
hydroxide monohydrate (1-5 mmol/mmol of ester). The resulting suspension was stirred 
vigorously and the ester was added in one portioa ITie mixture was allowed to stir at rt for 
1-20 h, after which time the pH was adjusted to approximately pH 5 by the slow addition 
of 1 N aqueous hydrochloric acid. The mixture was then poured into a separatoiy funnel 
containing ethyl acetate and water. The organic layer was collected and was washed with 
water, brine, dried over MgS04> filtered and the solvents were rranoved und^ reduced 
pressure to leave a white solid. See specific examples to determine if fiuther purification 
of the product was required. 

General procedare TV: Coupling of the add to aromatic amines using UjS- 
dimethylaininopropy!)-3-ethylcarbodiimide hydrochloride (EDAQ 

A round-bottom flask was equipped with a stir bar, nitrogen on demand and was flushed 
with nitrogen. To the flask were added the appropriate caiboxylic acid, N,N- 
dimethylformamide (DMF, 5-20 mL/mmol acid), l-hydroxyb«iztria2ole (HOBt, 1-2 
mmol/mmol acid), l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 
(ED AC, 1-5 nunol/mmol acid), and the appropriate aromatic amine (1-2 mmolAnmol 
acid). In some cases, triethylamine (EtaN, 2-5 mmol/mmol of acid) was used. The 
resulting mixture was allowed to stir at rt for 2-24 h, after which time it was poured into a 
separatory fimnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure. See specific examples for details regarding fiirther purification of 
the products. 

General Procednre V; Synthesis of acid chlorides from carboxylic acids osing oxalyl 
chloride 

Into a round-bottom flask were placed the appropriate carboxylic acid, methylene chloride 
(CH2CI2, 1-10 mL/mmol acid), and N,N-dimethylfonnamide (1 -10 drops). The mixture 
was cooled to 0 and oxalyl chloride (1-2 mmol/mmol acid) was added dropwise, after 
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were 



which time the mixture was allowed to warm to rt and stir for U24 h. ITie solvents 
then removed under reduced pressure and the remaining residue was dried in vacuo. In 
^ most cases, the acid chlorides were used immediately used in subsequent reactions with no 
further purification. 



General procedure VI; Couplipg of acid chlo rides fo aromatic amines using sodinm 
bicarbonate 

10 Into a round-bottom flask were placed the ^propriate aromatic amine, acetone (1-10 

mlVmmol amine), sodium bicarbonate (2-10 mmol/mmol amine), and water (0.25-10 mL). 
The acid chloride was added as a solution in acetone (I-IO mlVmmoI of add chloride) 
dropwise manner and the reaction mixture was aUowed to stir at rt for 1-24 h. When 
judged to be complete, the mixtore was poured into a separatoiy fimnel containing ethyl 

15 acetate and water. The organic layer was collected and was washed with water, brine, 
dried over MgSO*. filtered and the solvents were removed under reduced pressure. See 
specific examples for details regarding fiirther purification of the products. 



ma 



25 



yPera' procedure VII: Synthesis of Weinreb amide, fr om acid chloride. ...inp N,n- 
dimethyihvdroxylamine hydrochloride ^ ^ 

Into a round bottom flaslc equipped with a stir bar and nitrogen on demand were placed the 
HO-dimethylhydroxylamine (1-2 mmol/mmol acid chloride) and chloroform (CHCI3, 1- 
10 mlVmmoI acid chloride). The mixture was cooled to 0 "C and triethylamine (EtjN, 1-5 
liimol/mmol acid chloride) was added in one portion. The acid chloride was added and the 
reaction mixture was allowed to stir at 0 °C for 0.5-5 h. after which time was poured into a 
separatoiy funnel containing chloroform and water. The organics were collected, washed 
with water and brine, dried over MgSO*. filtered and the solvents were removed under 
reduced pressure. See specific examples to determine if fiirther purification of the product 
was required. 



30 



„ ga^rai procedure VIH: Halogen-metal exchanR e of 2-bromo^chloroanknl., 
35 followed by additton of Weinreb amid^ ' 
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Into a round-bottom flask equipped with a stir bar, nitrogen on demand, and an addition 
fiinnel, were added 2-bromo-4-chloroanisole (1 mmol/mmol of amide) and diethyl ether 
(1-10 mL/mmol of anisole) and the mixture was cooled to -78 by means of a dry 
ice/acetone bath. N-Butyl h'thium (1-2 mmol/mmol of anisole of a 2.5M soln. in hexanes) 
was added dropwise, foUowed by addition of the Weinreb amide. The reaction was 
allowed to stir at -78 for 0.5h-lh, at which time the reaction was allowed to wann to rt 
When judged to be compile, die reaction was poured into a sq>aratoiy funnel containing 
ether and water. The organics were collected, washed with water, dried over MgS04, 
filto^ and the solvents were removed under reduced pressure. See specific examples to 
detmnine if further purification was required. 

General procedure IX: Deprotcction of anisole derivatives using boron tribromide 

to a round-bottom flask equipped with a stir bar, nitrogen on demand, and an addition 
funnel was added the appropriate anisole derivative and methylene chloride (CH2CI2, 1-15 
mL/mmol of anisole). The mixture was cooled to -78 and boron tribromide was added 
dropwisc at -78 *^C. The resulting mixture was allowed to stir at -78 **C for 30-120 
minutes, after which time it was allowed to warm to rt and stir for an additional 15-120 
minutes. When judged to be complete, the reaction was poured over ice and extracted 
with CH2CI2. The organics were collected, washed with water, dried over MgS04, filtered, 
and the solvents were removed. See specific examples to determine if further purification 
was required. 

General Procedure X> The appropriate acid chloride in acetonitrile was added dropwise 
via an addition funnel to a stirred solution of triethylamine (0-2.5mmol/mmol acid 
chloride), acetonitrile (1-20 ml/mmol acid chloride), and the appropriate aniline (0.5-2.5 
mmolAnmol acid chloride). The reaction was refluxed for 0-12 h. The heat was removed 
and the reaction mixture was stirred for 12-336 h. The mixture was concoitrated, 
dissolved, and washed with water. The resulting organics were dried over MgS04 and 
concentrated in vacuo and purified as descried in the individual cases. 

General Procedure XI. An amine (1-2.5 mmol/mmol benzene) was added dropwise via 
an addition funnel to a stirred suspension of a para-nitro halogenated benzene or toluene in 
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pyridine (2(M0 mmol/ramol benzene), sodium bicarbonate (U-4 mmol/mmol benzene), 
and water (0.2-5 miymmol benzene). The resulting suspension was refluxed (1 50 T) fol 
1-7 days. The mixture was filtered and acetone (10-200 mLAnmoI benzene) was added to 
the filtrate and brought to reflux. Water was added to the cloud point and the solution was 
5 cooled to rt The precipitate was filtered and the resulting solid was washed with water and 
ether to afford the saubstituted product 

General Procedure Xn. The appropriate nitro-benzene was added to a siispension of 
palladhmi on carbon (0. 1 -0.8 mmol /mmol benzene. 1 0% w/w). ethanol. THF. and 
10 methanol and the reacdon vessel was evacuated and charged with nitrogen several times. 
After evacuating the reacUon vessel under reduced pressure, it was charged with hydrogen 
(14-100 psi). The resulting suspension was stirred at rt for 0-72 h. filtered through a celite 
pad, and concentrated in vacuo to afford the appropriate aniline. 

15 General procedure XTIl. hito a round-bottom flask equipped with a stir bar. cooling bath, 
and nitrogen on demand were placed the appropriate carboxylic acid, hexachloroacetone ' 
(HCA. 0.5 mmol/mmol acid), and THF (1-10 mL/mmol acid) and the mixture was cooled 
-78 "C. Triphenylphosphine ( PPhj. 1 mmol/mmol acid) in THF (1-10 mL/mmol acid) 
was added to the mixture and stirred for 5-120 min. The appropriate aniline (1 mmol/ 
20 mmol acid) in THF (1-10 mL/mmol acid) and pyridine (5-20 mmol/mmol acid) were 
added dropwise and the mixture was stirred -78 »C for 5-60 min. The cooling bath was 
removed and the mixture was stirred at rt for Ih to I4d. The reaction mixture was 
concentrated in vacuo and purified as described in the individual cases. 

25 General procedure XIV. Thionyl chloride (1-100 mmol/mmol acid) was added to a 
solution of the appropriate carboxylic acid in methylene chloride (1 -100 ml/mmol acid) 
and the resulting solution was refluxed for 1-12 h under nitrogen. The mixture was 
concentrated in vacuo and placed under nitrogen to afford the appropriate acid chloride. 
General Procedure XV; Palladinm-mediated cvan^tfog of benzoohenon. rf...VoH.., 

30 The appropriate bromobenzophenone was treated according to the procedures outlined by 
Anderson et al. in J. Org. Chem. 1 998. 63, 8224-8228. Into a heat-dried flask, fitted with a 
reflux condenser, was placed the bromo- or trifluoromediylsulfonyl- benzophenone (1 eq). 
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tetrakis(triphenyIphosphine) palladium (10-20%), copper iodide (2 eq relative to 
palladium), sodium cyanide (2 eq), and propionitrile (0.5- 1.0 M in bromobenzophoione). 
The mixture was purged with N2 for 30 min prior to use. The mixture was heated to 120 
and stirred until TLC analysis showed complete disappearance of the starting material 
5 (1-16 h). The mixture was then cooled to rt^ diluted with ethyl acetate, and filtered through 
silica gel, and the filtrate was concentrated in vacuo. The corre^nding products "wett 
purified as described in each example.. 

General procedure XVI: Synthesis of A^-[4-<aminosulfonyl)-2- 
10 metfayiphenyllacetamide and 7V>14<aIkyl and dialkyamuiosuifonyl>-2- 
metfaylphenyllacetamides 

Sulfonyl chloride 464 (1-100 mmol) was added to a solution of the appropriate amine in 
pyridine (1-10 mL/mmol amine) and the resulting solution was stirred for 1-48 h under 
15 nitrogen. Water was added and the resulting mixture was extracted with methylene 

chloride and the organics were concentrated in vacuo. The resulting products were then 
purified by flash chromatography to afford the appropriate acetyl protected sulfonamide. 

General procedure XVlI:De-acetylation of Ar-14-(amiposulfonyl)-2- 
20 methylphcnyllacetamide and jV*14-(alkyI and dialkyaminosulfopyl>>2- 
methylphenyll acetamides 

The appropriate sulfonamide (1-100 mmol) was added to a solution of ethanol (1-50 mL), 
water (0-5mL), and hydrochloric acid (1-28.9 M, 1-50 mL) in a large test tube. The 
25 mixture was then heated, with stirring, to 60 °C for 1 -36 h. The mixture was allowed to 
coo] to rt and concentrated in vacuo. The resulting products were dissolved in ethyl 
acetate and washed with saturated NaHC03, then purified by flash chromatography using 
95:5 CH2Cl2:CH30H as eluant to afford the desired aniline. 

30 Examples: 



Example 1: 
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1 



Step A: 



OH OCH3 




A solution of 2-Bn>mo-4-Chloroanisole (8.98 g, 40.54 mmol) in diethyl ether (65 mL) was 
cooled to -78 °C and n-butyl lithium (26 mL of a 1 .6 M solution in hexanes. 41.6 mmol) 
was added from a syringe. The resulting orange solution was allowed to stir at -78 for 
30 min, after which rime 2-thiazoIecarboxaldehyde (4.53 g. 40.04 mmol) was added neat, 
resultmg in a purple solution. The mixture was allowed to stir at -78 »C for 15 min. after 
which time water (50 mL) was added and the mixture was allowed to wann to RT. The 
mixture was poured into a separatoiy funnel containing ether and water. The oiganic layer 
was collected and was washed with water, brine, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to afford a white solid. The solid was 
washed with hexanes and was dried in vacuo; affording white needles (5.21 g. 51%). 'h 
NMR (CDCI3, 400 MHz) 5 7.70 (d. J= 4Hz. IH), 7.38 (d. J= 4Hz. IH). 7.28 (d. J= 4Hz. 
IH), 7.23 (m. IH). 6.83 (d. J= 8 Hz, IH). 6.23 (d, J= 8 Hz. IH). 3.99 (d, J= 8Hz, IH), 3.83 
(s, 3H). 



StepB: 
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2 (5.21 g, 20.6 mmoI), manganese dioxide (17.66 g, 203.1 mmol) and mediylme chloride 
(CH2CI2, 75 mL) were combined under nitrogen and were allowed to stir at RT for 2.5 h. 
The mixture was filtered through a pad of celite, which was washed with several portions 
of CH2CI2, and the solvoit was removed under reduced pressure to provide a tan solid 
(4.96 g, 95%) which was used in subsequent reactions without any further purification. *H 
NMR (CDCb, 300 MHz) 5 8.06 (d, J= 3 Hz, IH), 7.76 (d, J= 3 Hz, IH), 7.63 (d, J= 3Hz, 
IH), 7.49 (dd, J= 9, 3 Hz. IH), 7.00 (d, J= 9 Hz, IH), 3.82 (s, 3H). 

Step C: 

O OH 

a 

4 

3 (4.96 g, 19.6 mmol), in CH2CI2 (60 mL) was cooled to -78 ^'C and boron tribromide (100 
mL of a 1.0 M solution in CH2CI2, 100 mmol) was added via syringe over 30 min. The 
resulting purple solution was allowed to stir at -78 for 15 min, after which time it was 
allowed to slowly warm to RT. AftCT 30 min at RT, the mixture was slowly poured over 
ice water and the resulting two-phase mixture was allowed to stir for 30 min. The mixture 
was then poured into a separatory funnel containing water and CH2CI2. The organic layer 
was collected and was washed with water, brine, dried over MgS04, and the solvents were 
removed under reduced pressure. The product was isolated by flash chromatography using 
7:3 hexane/ CH2CI2 to provide a yellow solid (3.59 g, 76%). ^H NMR (CDCI3, 300 MHz) 
5 12.25 (s, IH). 9.29 (d, J= 3 Hz, IH), 8.19 (d, J= 3Hz, IH), 7.83 (d, J= 3Hz, IH), 7,53 
(dd, J= 9, 3 Hz, IH), 7.05 (d, J = 9 Hz, IH). 

Step D: 

4 (0.12 g, 0.49 mmol), 2*-chloroacetanilide (0.09 g, 0.52 mmol), sodium carbonate 
(Na2C03, 0.54 g, 5.1 mmol), potassium iodide (0.47 g, 3.1 mmol) and acetone (8 mL) 
were combined under nitrogen and the resulting mixture was heated to reflux. After 18 h 
at reflux, the mixture was allowed to cool to RT and was poured into a separatory fimnel 
containing ethyl acetate and water. The organic layer was collected and was washed with 
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water, brine^ dried over MgSOa, filtered and the solvents were removed under reduced 
pressure, leaving orange oil. The product was isolated by flash chromatography using 4:1 
hexane/etfayl acetate as eluant to provide 1 as a white solid (0.09 g, 49%). NMR 
(CDCh, 300 MHz) d 9.66 (s, IH), 9.04 (d, J= 3 Hz, IH), 7.93 (d, J= 2.7 Hz. IH), 7.78 (d, 
J= 3Hz, IH). 7.72 (d. J= 8Hz, 2H), 7.51 (dd, J= 3 Hz, IH), 7.35 (m, 2H), 7.15 (m, IH), 
6.97 (d, J= 9 Hz, IH), 4.67 (s, 2H). 

Example 2: 

H 



Step A: 




CI 

6 



Phenol 4 (2.31 g, 9.64 mmol), K2CO3 (6.95 g, 50.3 mmol), ethyl bromoacetate (1.1 mL, 
1.7 g, 9.9 mmol) and acetone (150 mL) were used according to general procedure II. The 
product was used in the next reaction without any further purification. 'H NMR (CDCI3, 
300 MHz) 5 8.05 (d, J- 3 Hz, IH), 7.76 (d, J= 3 Hz, IH), 7.66 (d, J= 3 Hz, IH), 7.48 (dd, 
J= 9, 3 Hz, IH), 6.93 (d, J= 9 Hz, IH), 4.61 (s, 2H), 4.21 (q, J= 6 Hz, 2H), 1.26 (t, J= 6 
Hz,3H). 

Step B: 
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CI 

7 

Ester 6 (3.1 g, 9.6 mmol), THF (30 mL), water (10 mL), EtOH (10 mL) and LiOH (1.0 g, 
23.8 mmol) used according to general procedure m. The product was used in the 
next reaction without any further purification. NMR (DMSO-de, 300 MHz) 6 8.30 (d, J 
= 3Hz. IH), 8.15 (d, J= 3 Hz, IH), 7.63 (d, J = 3 Hz, IH), 7.57 (dd, J= 9, 3 Hz, IH), 7.05 
(d, J= 9 Hz, IH), 4.45 (s, 2H). 

Step C: 

Carboxyhc acid 7 (0.1 g, 0.33 mmol), HOBt (0.05 g, 0.4 mmol), EDAC (0.09 g, 0.46 
mmol), EtsN (0.1 mL, 0.07 g, 0.72 mmol), DMF (6 mL) and 5-aminoindazole (0.05 g, 
0.35 mmol) were used according to general procedure IV. The product was purified by 
flash chromatography using 95:5 CH2CI2: CH3OH as eluant to provide 5 as a tan solid 
(0.03 g, 25%). 'H NMR (CDCI3, 400 MHz) 6 9.55 (s, IH), 8.46 (s, IH), 8.21 (s, IH), 8.05 
(m, 2H), 7.77 (m, 3H), 7.54 (m, IH), 6.99 (d, J= 8 Hz, 2H), 4.74 (s, 2H). 

Example 3; 




CI 

8 



Carboxylic acid 7, HOBt (0.10 g, .75 mmol), EDAC (0.15 g, 0.79 mmol), Et3N (0.16 mL, 
0.12 g, 1.15 mmol), DMF (5 mL) and sulfoxide 399 (0.15 g, 0.68 mmol) were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 CH2Cl2:CH30H as eluant to afford a tan solid (0.09 g, 34%). 'H NMR (CDCI3, 
300 MHz) 6 9.14 (s, IH), 8.00 (m, 2H), 7.80 (d, J= 3 Hz, IH), 7.56 (m, 2H), 7.05 (d, J= 9 
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Hz, 2H), 6.87 (br s, IH), 4.77 (s, 2H), 4.04 (m, IH), 3.54 (m, IH), 3.0 (m, 2H), 2.21 (s, 
3H). 



Example 4 




10 



15 



20 



Step A: 




2-Benzofurancarboxylic acid (2.51 g, 15.48 mmol), CH2CI2 (50 mL), DMF (4 drops), and 
oxalyl chloride (1.5 mL, 2.18 g, 17.19 mmol) were used to prepare the corresponding acid 
chloride according to general procedure V. The acid chloride was used immediately in 
combination with 4-chloroanisole (2.16 g, 15.15 mmoIX AICI3 (3.01 g, 22.57 mmol) and 
CH2CI2 (50 mL) according to general procedure 1. Compound 10 was purified by flash 
chromatography using 7:3 hexane/CH2Cl2 as eluant to provide 10 as a yellow solid (2.39 
g, 57%). *H NMR (CDCI3, 300 MHz) 6 12.05 (s, IH), 8.48 (d, J= 3Hz, IH). 7.82 (d, J= 9 
Hz, IH), 7.79 (s, IH). 7.73 (d, J= 9 Hz, IH). 7.56 (m, 2H), 7.42 (t, J= 7.5 Hz, IH), 7.09 (d, 
J=9Hz, IH). 



25 



Step B: 

Into a round-bottom flask equipped with a stir bar, a reflux condenser and nitrogen on 
demand were placed phenol 10 (0.14 g, 0.51 mmol), 2'-chloroacetanilide (0.10 g, 0.59 
mmol), K2CO3 (0.50 g, 3.62 mmol) and acetone (10 mL). The mixture was heated to 
reflux for 1 6 h, after which time it was allowed to cool to rt and was poured into a 
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sq>aratoiy funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to leave orange oil. The product was purified by flash 
chromatography using 4:1 hexane/ethyl acetate as eluant to provide 9 as a white solid 
(0,12 g, 58%). 'H NMR (CDCb, 300 MHz) 5 9.33 (s, IH), 7.75 (m, 5H), 7.61 (m, 3H), 
7.39 (m, 3H), 7. 1 5 (m, 2H), 4.77 (s, 2H). 

Example 5 



H 



Step A: 




CI 

12 



2-Benzothiophenecarboxylic acid {2.51 g, 14.08 mmol), CH2CI2 (35 mL), DMF (4 drops), 
and oxalyl chloride (1 .3 mL, 1 .89 g, 14.9 mmol) were used to prepare the corresponding 
acid chloride according to general procedure V. The acid chloride was used immediately 
in combination with 4-chIoroanisole (2.08 g, 14.59 mmol), AICI3 (3.15 g, 23.62 mmol) 
and CH2CI2 (35 mL) according to general procedure I. Compound 12 was purified by flash 
chromatography using 7:3 hexane/CH2Cl2 as eluant to provide a yellow solid (2.25 g, 
55%). NMR (CDCI3, 300 MHz) 5 1 1.45 (s, IH), 8.02 (m, 3H), 7.55 (m, 4H), 7.10 (d, 
J=9Hz,lH). 

Step B: 

Into a round-bottom flask equipped with a stir bar, a reflux condenser and nitrogen on 
demand were placed phenol 12 (0.22 g, 1.23 mmol), 2'-chloroacetanilide (0.22 g, 1.30 
mmol), K2CO3 (1 .46 g, 10.6 nmiol) and acetone (25 mL). The mixture was heated to 
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reflux for 16 h, after which time it was allowed to cool to rt and was poured into a 
separatory iunnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filiated and the solvents were removed 
under reduced pressure to leave orange oil. The product was purified by flash 
chromatography using 4:1 hexane/ethyl acetate as eluant to afford a white solid (0.27 g, 
52%). 'H NMR (CDCI3, 400 MHz) 6 9.16 (s, IH), 7.90 (t, J= 10 Hz, 2H), 7.82 (s, IH), 
7.64 (m, 2H), 7.53 (m, 2H), 7.42 (t, J= 8 Hz, IH), 7.30 (t, J = 8 Hz, 2H), 7.10 (t, J= 8 Hz, 
IH), 7.04 (d, J = 8 Hz, IH), 4.70 (s, 2H). 

Example 6 



H 



Step A: 




l-Methyl-2'pyrroIecarboxyIic acid (4.75 g, 37.96 nrniol), CH2CI2 (100 mL), DMF (0.5 
mL) and oxalyl chloride (3.6 mL, 5.24 g, 41.27 mmol) were used according to general 
procedure V. Into a separate flask were placed N,0-dimethylhydroxylamine 
hydrochloride (4.45 g, 45.62 mmol), EtsN (26 mL, 19 g, 187 nmiol) and chlorofom (100 
mL). The resulting solution was cooled to 0 °C and the acid chloride (in 20 mL of 
chloroform) was added dropwise. The resulting mixture was allowed to stir at 0 for an 
additional 1 h, after which time it was allowed to warm to RT. The mixture was then 
poured into a separatory funnel containing chloroform and water. The organic layer was 
collected and was washed with water, brine, dried over MgS04, filtered and the solvents 
were removed under reduced pressure to afford a brown oil which was used in subsequent 
reactions with no fiirther purification. *H NMR (CDCI3, 300 MHz) 5 6.95 (m, IH), 6.78 
(m, IH), 6.15 (m, IH), 3.94 (s. 3H), 3.73 (s, 3H), 3.36 (s, 3H). 
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Step B: 



H3C 


0 0CH3 










CI 




15 



To a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4-chloroanisole (5.97 g, 26.95 nunol) and THF (75 mL). The resulting solution was 
cooled to -78 and n-butyl lithium (19.5 mL of a 1.6 M solution in hexane, 31.2 mmol) 
was added via syringe. Tlie resulting solution was allowed to stir at -78 for 30 min and 
amide 14 (4.2 g, 24.97 mmol in 15 mL THF), was added via syringe. The mixture was 
allowed to stir at -78 for 30 min, after which time it was aUowed to warm to RT and 
stir for an additional 30 min. The mixture was then poured into a separatoiy fimnel 
containing ethyl acetate and water. The organic layer was collected and was washed with 
water, brine, dried over MgS04, filtered and the solvoits were removed under reduced 
pressure to afford a viscous, clear oil which was used in subsequent reactions without any 
further purification. 
Step C: 




CI 

16 



To a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 15 
(2. 19 g, 8.77 mmol) and CH2CI2 (80 mL). The solution was cooled to -78 and boron 
tribromide (43 mL of a 1.0 M solution in CH2CI2, 43 mmol) was added via syringe. The 
resulting dark red mixture was allowed to waim to rt and stir for 2 h. The mixture was then 
carefully poured over ice water, giving a two-phase mixture, which was allowed to stir for 
30 min. It was then poured into a separatory fimnel containing water. The organic layer 
was collected and was washed with water, brine, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to afford a yellow solid (1 .56 g, 75%) 
which was used in subsequent reactions without any further purification. *H NMR (CDCI3, 
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300 MHz) 6 1 1 .65 (s, IH), 7.90 (d, J- 3 Hz, IH), 7.43 (dd, J= 9, 3 Hz, IH), 7.02 (m, 2H), 
6.91 (m, IH), 6.28 (m. IH), 4.01 (s. 3H). 

* 

Step D: 

5 

Into a round-bottom flask equipped with a stir bar, a reflux condenser and nitrogen on 
demand were placed phenol 16 (0.15 g, 0.64 mmol), 2*-chloioacetanilide (0.13 g, 0.78 
minol), K2CO3 (0.47 g, 339 mmol) and acetone (10 mL). The resulting mixture was 
heated to reflux for 1 8 h» after which time it was allowed to cool to rt and was poured into 

10 a separatofy funnel containing ethyl acetate and water. The organic layer was collected 
and was washed with water, brine, dried over MgS04, filtered and the solv^ts were 
removed under reduced pressure. The product was purified by flash chromatography using 
4:1 hexane/ethyl acetate to afiford 13 as a white solid (0.18 g, 77%). NMR (CDCI3, 300 
MHz) 5 9.69 (s, IH), 7.81 (d, J= 9 Hz, 2H), 7.54 (d, J= 3 Hz, IH), 7.47 (dd, J- 6, 3 Hz, 

15 IH), 7.38 (t, J= 6Hz, 2H), 7,16 (t, J= 6 Hz, IH), 7.03 (m, 2H), 6.75 (m, IH), 6.23 (m, IH). 
4.75 (s,2H), 4.17 (s, 3H). 

Example 7 



H 




17 

Step A: 

O 




25 18 

5-(2-pyridyl)lhiophene-2-carboxylic acid (2.62 g, 12.77 mmol), oxalyl chloride (1.4 mL, 

2.04 g, 16.05 mmol), DMF (0.25 mL) and CH2CI2 (25 mL) were used according to general 

procedure V. The acid chloride was used immediately in the next step without any further 

purification. Into a separate flask equipped with a stir bar and nitrogen on demand were 
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placed N,0-dimethylhydroxyIainine hydiochloride (1 .63 g, 16.71 mmol), EtsN (9 mL, 
6.S3 g» 64.57 mmol) and CH2CI2 (25. mL). The resulting solution was cooled to 0 ^C, and 
the acid chloride (in 10 mL of CH2CI2) was added diopwise. When the addition was 
complete, the mixture was allowed to stir at 0 for an additional 30 min, and then was 

5 allowed to wann to rt and stir for an additional Ih. The mixture was then poured into a 
5q)aratory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure leaving a white solid (2.69 g, 85%). The product was used in 
subsequent steps without any further purification. *H NMR (CDCI3, 300 MHz) 5 8.64 (d, J 

10 = 3 Hz, IH), 8.00 (d, J= 3 Hz, IH), 7.75 (m, 2H), 7.60 (d, J= 6 Hz, IH), 7.26 (m, IH), 3.88 
(s, 3H), 3.43 (s, 3H). 

Step B: 




CI 

19 



Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4-chloroanisole (2.42 g, 10.93 mmol) and THF (35 mL). The solution was cooled 
to -78 and n-butyl lithium (7.5 mL of a 1.6 M solution in hexane, 12 mmol) was added 
via syringe. The resulting yellowish mixture was allowed to stir at - 78 ®C for 30 min, 

20 after which time amide 18 (2.25 g, 9.06 mmol) in THF (10 mL) was added slowly. The 
resulting mixture was allowed to stir at -78 for 30 min and it was then allowed to warm 
to rt and stir for an additional 1 h. The mixture was then poured into a separatory funnel 
containing ethyl acetate and water. The organic layer was collected and was washed with 
water, brine, dried over MgS04, filtered and the solvents were removed under reduced 

' 25 pressure. The product was further purified by flash chromatogr^hy using 7:3 

hexane^ethyl acetate to afford a yellow solid (1 .42 g, 48%). *H NMR (CDCI3, 300 MHz) 5 
8.66 (d, J- 6 Hz, IH), 7.79 (m, 2H), 7.64 (d, J= 6 Hz, IH), 7.56 (d, J= 6 Hz, IH), 7.45 (m 
,2H), 7.30 (m. 2H), 6. 1 8 (d, J= 6 Hz, 1 H), 3.84 (s, 3H). 



30 Step C: 
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20 

Into a round-bottom flask equipped with a stir bar, and nitrogen on demand were placed 
ketone 19 (L42 g, 4.3 1 ramol) and CH2CI2 (70 mL). The mixture was cooled to -78 ''C 
and boron tribromide (20 mL of a 1.0 M solution in CH2CI2, 20 mmol) was added via 
syringe. The resulting dark red mixture was allowed to stir at -78 **C for 1 h and it was 
then allowed to warm to rt and stir for an additional 1 h. The mixture was carefully poured 
ova: ice water and the resulting two-phase mixture was allowed to stir for 30 min. It was 
then poured into a separately funnel containing CH2CI2 and water. The organic layer was 
collected and was washed with water, brine, dried over MgS04, filtered and the solvents 
were removed under reduced pressure to afford a tan solid (1 .32 g, 97%). 'H NMR 
(CDCI3, 300 MHz) 5 1 1.55 (s, IH), 8.70 (d, J= 6 Hz, IH), 8.00 (d, J= 3 Hz, IH), 7.82 (m, 
3H), 7.75 (d, J- 3Hz, IH), 7.51 (dd, J= 9, 3 Hz, IH), 7.34 (m, IH), 7.08 (d, J= 9 Hz, IH). 

Step D: 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
phenol 20 (0.13 g, 0.42 mmol), 2'-chlbroacetanilide (0.10 g, 0.57 mmol), K2CO3 (0.29 g, 
2.09 mmol) and acetone (10 mL). The resulting mixture was heated to reflux for 18 h, 
after which time it was allowed to cool to RT and was poured into a separatory funnel 
containing ethyl acetate and water. The organic layer was collected and was washed with 
water, brine, dried over MgS04, filtered and the solvents were removed under reduced 
pressure. The product was purified by flash chromatography using 65:35 hexane/ethyl 
acetate as eluant to afford 17 as a white solid (0.16 g, 85%). 'H NMR (CDCI3, 300 MHz) 
S 9.34 (s, IH), 8.70 (d, J= 6 Hz, IH), 7.80 (m, 3H), 7.68 (m, 3H), 7.55 (dd, J= 9, 3 Hz, 
IH), 7.35 (m, 4H), 7.14 (t, J= 6 Hz, IH). 7.07 (d, J= 9 Hz. IH), 4.75 (s, 2H). 



• « 
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OH O 



Step A: 




5 CI 

22 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4-chloroamsole (7.02 g, 31.69 mmol) and diethyl ether (EtiO, 75 mL). The 
resulting solution was cooled to -78 and n-butyl lithium (21 mL of a 1.6 M solution in 

10 hexane, 33.6 mmol) was added via syringe. The resulting mixture was. allowed to stir at - 
78 °C for 15 min, after which time 3-pyridinecarboxaldehyde (3.73 g, 34.82 mmol) was 
added slowly. The resulting solution was allowed to stir at -78 for 30 min after which 
time it was allowed to wann to RT and stir for an additional 30 min. The mixture was 
poured into a separatory ftuinel containing £t20 and water. The organic layer was 

15 collected and was washed with water, brine, dried over MgS04, filtered and the solvents 
were removed under reduced pressure to afford a clear, viscous oil (6.97 g, 88%) which 
was used without any further purification. NMR (CDCb, 300 MHz) 6 8.65 (s, IH), 
8.53 (d, J= 3Hz, IH), 7.80 (d, J- 9 Hz, IH). 7.40 (d, J= 3 Hz, IH). 7.31 (m, 3H), 6.84 (d, J 
= 9 Hz, IH), 6.10 (s, IH), 3.82 (s, 3H). 

20 Step B: 



OCH3 O 




CI 

23 
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Into a round-bottom flask equipped with a stir bar and nitrogra on donand were placed 
alcohol 22 ( 6.97 g, 28 mmol), manganese dioxide (MnQz, 2027 g, 233 nmiol) and CHCb 
(200 mL). The resulting suspoision was heated to reflux for 1 h, after which time it was 
allowed to cool to rt. The suspension was then filtered through a pad of celite, which was 
washed with several portions of CH2CI2. The solvents were removed under reduced 
pressure to afford a tan soUd (6.55 g, 95%). The solid was used in subsequent reactions 
without any further purification. NMR (CDCl3> 300 MHz) 5 8.94 (d, J= 3 Hz, IH), 8.81 
(dd, J= 6, 3 Hz, IH), 8.19 (m, IH), 7.49 (m, 2H), 6.98 (d, J= 9 Hz, IH), 3.74 (s, 3H). 

Step C: 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
ketone 23 (6.55 g, 26.45 mmol) and CH2CI2 (200 mL). The resulting solution was cooled 
to -78 ""C and boron tribromide (50 mL of a 1 .0 M solution in CH2CI2, 50 mmol) was 
added via syringe. The resulting solution was allowed to stir at -78 for 1 h, aflCT which 
time it was allowed to warm to rt and stir for an additional 30 min. The mixture was 
carefully poured over ice water and the resulting two-phase system was stirred for 30 min. 
It was then poured into a separatory funnel containing water and CH2CI2. The organic 
layer was collected and was washed with water, brine, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to afford 21 as a yellow solid (5.25 g, 
85%). NMR (CDCI3, 300 MHz) 6 1 1.77 (5, IH), = 3 Hz, IH), 8.90 (dd, J = 3, 1.5 Hz, 
IH), 8.07 (m, IH), 7.55 (m, 3H), 7.11 (m, IH). 

Example 9: 




CI 

24 



Step A 
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iri 0CH3 

25 

Into a round-bottom flask equipped with a stir bar and nitrogai on demand were placed 
N,Odimethylhydroxylamine hydrochloride (7.79 g, 79.86 mmol), EtaN (24 mL, 172.2 
mmol) and CHCI3 (150 mL). The resulting solution was cooled to 0 and 5-Methyl-3- 
isoxazolecarbonyl chloride (10.0 g, 68.70 mmol) in CHCI3 (15 mL) was added dropwise, 
after which the resulting solution was allowed to stir at 0 °C for Ih. The mixture was 
poured into a separatory funnel containing ethyl acetate and water. The organic layer was 
collected and was washed with water, brine, dried over MgS04, filtered and the solvents 
were removed undo* reduced pressure to afford a clear oil (10.53 g, 90%). 'H NMR 
(CDCI3, 400 MHz) 5 6.92 (s, IH), 3.75 (br s, 6 H), 2.44 (s, 3H). 
Step B: 




26 

Into a rotmd-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4-chloroanisole (5.02 g, 22.66 mmol) and Et20 (ISOmL). The solution was cooled 
to -78 and n-butyl lithium (15.6 mL of a 1.6 M solution in hexane, 24.96 mmol) was 
added via syringe. The resulting solution was allowed to stir at -78 ®C for 1 5 min and then 
amide 25 (4.03 g, 23.68 mmol) in Et20 (20 mL) was added slowly, after which time the 
solution was allowed to stir at -78 ^^C for 30 min. It was then allowed to warm to rt and stir 
for an additional 2 h. The mixture was then poured over ice water and the two-phase 
system was stirred for 30 min. It was then poured into a separatory funnel containing Et20 
and water. The organic layer was collected and was washed with water, brine, dried over 
MgS04, filtered and the solvents were removed under reduced pressure to provide a white 
solid (5.37 g, 94%). *H NMR (CDCI3, 400 MHz) 6 7.51 (d, J= 3 Hz, IH), 7.42 (dd J= 6, 3 
Hz, IH), 6.92 (d, J = 6 Hz, IH), 6.45 (s, IH), 3.76 (s, 3H), 2.49 (s, 3H). 
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Step C: 



O OH 




27 

5 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
ketone 26 (536 g, 21.30 nunol) and CH2CI2 (100 mL), The solution was cooled to -78 °C 
and boron tribromide (40 mL of a 1 .0 M solution in CH2CI2) was added via syringe. The 
resulting dark red solution was allowed to stir at -78 for 1 h, after which time it was 

10 allowed to warm to RT and stir for an additional 2 h. The mixture was then carefiilly 
poured over ice water and the resulting two-phase system was stirred for 30 min. The 
mixture was then poured into a separatory funnel containing Et20 and water. The organic 
layer was collected and was washed with water, brine, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to afford a tan solid (S.44 g) which waS 

15 used in subsequent reactions without any further purification. 

Step D: 




CI 

28 



Phenol 27 ( 5.44 g crude weight, 21 mmol), ethyl bromoacetate (2.3 mL, 20.74 nunol), 
K2CO3 (12.32 g, 89.14 mmol) and acetone (150 mL) were used according to general 
procedure U. The product was used in subsequent reactions without any further 
purification. 

25 

Step E: 
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CI 



Ester 28 (21 mmol), THF (35 mL), EtOH (15 mL), water (15 mL) and LiOH (2.04 g, 
48.62 mmol) were used according to general procedure HI. Trituration with hexane 
provided 29 as a white foam, which was used in subsequent reactions without any further 
purification. 

Step F: 

Acid 29 (0.215 g, 0.727 mmol), HOBt (0.1 12 g, 0.829 mmol), EDAC (0.198 g, 1.03 
mmol), Et3N (0.25 mL. 1.79 mmol), DMF (5 mL) and sulfoxide 399 (0.198 g, 0.884 
mmol) were used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 CH2CI2/CH3OH as eluant to afiford 24 as a tan solid (0.124 g, 
34%). 'H NMR (CDCI3, 400 MHz) 6 8.78 (s, IH), 7.77 (d, J= 4 Hz, IH), 7.53-7.47 (m, 
2H), 6.97 (d, J= 8 Hz, IH), 6.80 (m, 2H), 6.49 (s, IH), 4.69 (s, 2H), 3.98-3.92 (m, 2H), 
3.53 (m, 2H), 2.94-2.84 (m, 4H), 2.18 (s, 3H), 1.55 (s, 3H). 

Example 10; 




F CI 

30 

Step A: 

O OH 




F CI 



wo 01/17982 



PCT/EPOO/08487 



89 



31 

4-ChloroanisoIe (4.06 g, 28.47 mmol), 3-fluorobaizoyl chloride (4.53 g, 28.57 nunol), 
AICI3 (6.23 g, 46.72 imnol) and CH2CI2 (100 mL) wore used according to general 
procedure L The product was purified by flash chromatography using 7:3 hexane/CH2Cl2 
5 as eluant to provide the 31 as a yellow solid (2.60 g, 36%). NMR (CDCI3, 300 MHz) 6 
1 1 .80 (s, IH), 7.50 (m, 6H), 7.09 (d, J= 9 Hz, IH). 

Stq> B: 




F CI 
10 32 

Phenol 31 (2.60 g, 10.37 mmol), ethyl bromoacetate (1.3 mL, 11.72 mmol), K2CO3 (7.15 
g, 51 .73 mmol), and acetone (80 mL) were used according to general procedure H. The 
product was used in subsequent reactions without any fVirther purification. 

15 StepC: 




F a 
33 



Ester 32 (10 mmol), THF (30mL), EtOH (10 mL), water (10 mL) and LiOH (1.02 g, 24.31 
mmol) were used according to general procedure HI to afford 33 as a white solid (3.01 g, 
20 98%). ^H NMR (DMSO-d^, 300 MHz) 5 7.71 -7.38 (m, 6H), 6.91 (d, J= 9 Hz, IH). 4.26 (s, 
2H). 

Step D: 

25 Acid 33 (0.22 g, 0.71 mmol), HOBt (0.1 15 g. 0.851 mmol), EDAC (0.205 g, 1.07 mmol) 
EtsN (0.25 mL, 1.79 mmol), DMF (5 mL) and sulfoxide 399 (0.185 g, 0.826 mmol) were 
used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 CH2CI2/CH3OH as eluant to provide 30 as a white solid (0.05 
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g, 14%). 'H NMR (CDCI3, 400 MHz) 6 8.21 (s, IH), 7.58-7.38 (m, 6H). 7.28 (m, IH), 
7.01 (d, J= 8 Hz, IH), 6.76 (m, 2H), 4.66 (s, 2H), 3.98-3.91 (m, 2H), 3.53 (m, 2H), 2.91- 
2.83 (m, 4H), 1 .54 (s, 3H). 

S Example 11; 




S02NH2 



Caiboxylic acid 33 (0.224 g, 0.726 mmol), oxalyl chloride (0.2 mL, 2.29 mmol), and 

CH2CI2 (4 mL) were used accoTding to general procedure V. Into a sq>arate flask were 
10 placed sulfonamide 466 (0. 1 58 g, 0.848 nrniol), Et3N (0.25 mL, 1 .79 mmol) and 

acetonitrile (CH3CN, 8 mL). The mixture was cooled to 0 ^^C and the acid chloride (in 2 
riiL CH3CN) was added dropwise over several minutes. The resulting mixture was allowed 
to stir at 0 ®C for 30 min, after which time it was allowed to warm to RT and stir for an 
additional 5 h. The mixture was then poured into a separatory funnel containing ethyl 
15 acetate and water. The organic layer was collected and was washed with water, brine, 
dried over MgS04, filtered and the solvents were removed under reduced pressure. The 
product was purified by flash chromatography using 95:5 CH2CI2/CH3OH as eluant to 
provide 34 as a white solid (0.1 1 7 g, 34%), NMR (DMS0-d6, 300 MHz) 5 9.39 (s, IH), 
7.71-7.52 (m, 9H), 7.31-7.27 (m. 3H), 4.85 (s, 2H), 2.21 (s, 3H). 

20 

Example 12: 




25 Step A: 
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O OH 




CI 

36 



4-Chlon>amsoIe (4.02 g, 28.19 mmol), 3-chIorobenzoyl chloride (3.8 mL, 4.94 g, 28.22 
nuDol), AICI3 (5.62 g, 42.15 inmol) and CH2CI2 (75 mL) were used according to general 
procedure L The product was purified by flash diromatography using 7:3 hexane/CH2C]2 
as eluant to provide 36 as a yellow solid (5.35 g, 71%). 'h NMR (CDCI3, 400 MHz) 5 
1.72 (s, IH), 7.64 (s, IH), 7.58 (d, J= 8 Hz, IH), 7.53-7.44 (m, 4H), 7.03 (d, J= 12 Hz, 
IH). 

Step B: 




CI CI 
37 



Phenol 36 (5.35 g, 20.03 mmol), ethyl bromoacetate (2.5 mL, 22.54 mmol), K2CO3 (12.91 
g, 93.41 mmol), and acetone (125 mL) were used according to general procedure H. The 
product was used in subsequent reactions without any further purification. 

Step C: 




CI CI 
38 



Ester 37 (20 mmol), THF (60 mL), EtOH (15 mL), water (1 5 ml) and LiOH (2.09 g, 49.81 
mmol) were used according to general procedure III. The product was used in subsequent 
reactions without any further purification. 
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Step D: 

Caiboxylic acid 38 (0.29 g, 0.892 mmol), sulfoxide 399 (0.24 g, 1 .07 mmol), EDAC 
(0.261 g, 1.36 mmol), HOBt (0.142 g, 1.05 mmol) and DMF (7 mL) were used according 
5 to general procedure IV, with the exception that no EtsN was used. The product was 
purified by flash chromatography using 97:3 CH2CI2/CH3OH as eluant to provide 35 as a 
tan solid (0.34 g, 72%). NMR (CDCb, 300 MHz) 5 8.21 (s, IH), 7.86 (d, J- 3 Hz, IH), 
7.72 (d, J = 6Hz, IH), 7.60-7.43 (m, 4H), 7.07 (d, J = 9 Hz, 2H), 6.85-6.82 (m, 3H), 4.72 
(s, 2H), 4.06-3.98 (m, 2H). 3.62 -3.55 (m, 2H), 3.00-2.90 (m, 4H), 2.18 (s 3H). 

10 

Example 13; 




Carboxylic acid 38 (0.229 g, 0.704 mmol), oxalyl chloride ( 0,2 mL, 2.29 mmol) and 
15 CH2CI2 (4 mL) were used according to general procedure V. Into a sq>arate flask were 
placed sulfonamide 466 (0.156 g, 0.838 mmol), EtsN (0.25 mL, 1.79 mmol) and CH3CN 
(8 mL). The acid chloride (in 2 mL of CH3CN) was added dropwise over several minutes. 
The resulting solution was allowed to stir at 0 for 30 min, after which time it was 
allowed to warm to rt and stir for an additional 5 h. The mixture was then poured into a 
20 separatory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04» filtered and the solvents were removed 
under reduced pressure. The product was purified by flash chromatography using 95:5 
CH2CI2/CH3OH as eluant to provide 39 as a white solid (0.1 10 g, 32%). *H NMR (DMSO- 
d6, 300 MHz) 5 9.39 (s, IH), 7.82-7.53 (m, 9H), 7.30 (m, 3H), 4.84 (s, 2H), 2.20 (s, 3H). 

25 



Example 14 
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CF3 CI. 

40 

Step A: 

O 




Into a round-bottom flask Equipped with a stir bar and nitrogen on demand were placed 
N,0-dimethylhydroxylamine hydrochloride (3.16 g, 32.40 mmol), Ei^N (9 mL, 64.57 
mmol) and CHCI3 (85 mL). The solution was cooled to 0 ^^C and 3-trifluoromethylben2oyl 
chloride (4 mL, 5.53 g, 26.52 mmol) was added dropwise over several minutes. The 
resulting solution was allowed to stir at 0 for 30 min, after which time it was allowed to 
wann to RT and stir for an additional 30 min. The mixture was then poured into a 
separatory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to provide a clear oil which was used without any further 
purification. 

step B: 




42 
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Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4^hloroanisoIe (5.23 g, 23.61 mmol) and Et20 (100 mL). The solution was cooled 
to -78 and n-butyl lithium (17 mL of a 1.6 M solution in bexane, 27.2 mmol) was 
added diopwise. The resulting mixture was allowed to stir at -78 for 15 min, after 
which time amide 41 (5.56 g, 23.84 mmol) was added dropwise. The mixture was allowed 
to stir at - 78 ®C for 30 min, after which time it was allowed to warm to RT and stir for an 
additional 2 h. The mixture was then poured into a separatoiy funnel containing ethyl 
acetate and water. The organic layer was collected and was washed with water, brine, 
dried over MgS04, filtered and the solvents were removed under reduced pressure to leave 
a yellow oil, which was used in subsequent reactions without any further purification 
Step C: 



O OH 




CF3 CI 
43 



Into a roimd-bottom flask equipped with a stir bar and nitrogen on d^and were placed 42 
(23 mmol) and CH2CI2 (150 mL)! The solution was cooled to -78 and boron tribromide 
(35 mL of a 1.0 M solution in CH2CI2, 35 mmol) was added dropwise over several 
minutes. The resulting dark mixture was allowed to stir at -78 °C for 30 min, after which 
time it was allowed to warm to rt and stir for an additional Ih. The mixture was carefully 
poured over ice and the two-phase mixture was stirred for 30 min. It was then poured into 
a separatory funnel containing CH2CI2 and water. The organic layer was collected, washed 
with water, brine, dried over MgS04, filtered and the solvents were removed under 
reduced pressure to afford a yellow solid (5.04 g, 73%). *H NMR (CDCI3, 300 MHz) 5 
1 1.76 (s, IH), 8.25-7.84 (m, 3H), 7.73 (t, J= 9 Hz, IH), 7.56-7.52 (m, 2H), 7.12 (d, J- 9 
Hz, IH). 



Step D: 
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CF3 C» 
44 



Phenol 43 (5.04 g, 16.76 mmolX ethyl bromoacetate (2.1 mL, 18.94 mmol), K2CO3 (9.01 
g» 65.19 mmol) and acetone (lOOmL) were used according to general procedure II. 
5 Removal of the solvents under reduced pressure afforded 44 as an oil (6.28 g, crude 
weight), which was used in subsequent reactions without any further purification. 
Step £: 




CF3 CI 
45 

10 Ester 44 (6.28 g, crude weight, 16.24 mmol), THF (50 mL), water (25 mL) and EtOH (25 
mL) were used according to general procedure IV. Removal of the solvents under reduced 
pressure provided acid 45 as a white solid (2.81 g, 48%) which was used without any 
further purification. 



15 Step F: 

Carboxylic acid 45 (0.208 g, 0.58 mmol), sulfoxide 399 (0.152 g, 0.679 mmol), EDAC 
(0.19 g, 0.991 mmol), HOBt (0.103 g, 0.76 mmol) and DMF (5 ML) were used according 
to general procedure IV. The product was purified by flash chromatogr^hy using 95:5 
20 CH2CI2/CH3OH to provide 40 as an off-white solid (0.23 g, 70%). NMR (CDCI3, 300 
MHz) 6 8.19 (d, J= 9 Hz, 2H), 8.01 (d, J= 9 Hz, IH), 7.88 (d, J= 9 Hz, IH), 7.66 (t, J= 6 
Hz, IH), 7.60 (dd, J= 9, 3 Hz, IH), 7.50 (d, J= 9 Hz, IH), 7.44 (d, J= 3 Hz, IH), 7.09 (d, 
J= 9 Hz, IH), 6.83 (m, 3H), 4.72 (s, 2H), 4.05O.96 (m, 2H), 3.62-3.54 (m, 2H), 3.0-2.89 
(m, 4H), 2.16 (s, 3H). 
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Example IS: 




F CI 



4-Chloroanisole (4.12 g, 28.89 mmol), 3,5-difluorobenzoyl chloride (5.0 g, 28.3 mmol), 
. 10 AICI3 (5.65 g, 42.37 mmol) and CH2CI2 (75 mL) were used according to general 

procedure 1. The product was puriiBed by flash chromatography using 7:3 hexane/CH2C]2 
as eluant to provide a yellow solid (2.72 g, 36%). 'H NMR (CDCI3, 300 MHz) 5 1 1 .64 (s, 
IH), 7.54 (m, 2H), 7.23 (m, 2H), 7.11 (m, 2H). 

15 Step B: 




F CI 



Phenol 47 (2.72 g, 10. 13 mmol), ethyl bromoacetate (1.3 mL, 1 1.7 mmol), K2CO3 (5.28 g, 
38.2 mmol) and acetone (100 mL) were used according to general procedure II. Removal 
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of the solvents under reduced pressure afforded 48 as a clear oil (3.8 g, crude weight) that 
was used without any further purification. 
Step C: 




F CI 



Ester 48 (10 mmol), THF (50 mL), water (25 mL) and EtOH (25 mL) were used according 
to general procedure in. Removal of the solvents under reduced pressure afforded 49 as a 
white solid, which was used in subsequent reactions without any further purification. 

10 StepD: 

Caiboxylic acid 49 (0.20 g, 0.612 nunol), sulfoxide 399 (0. 1 67 g, 1 .22 mmol), EDAC 
(0.23 g, 1.2 mmol), HOBt (0.106 g, 0.784 mmol) and DMF (5 mL) were used according to 
general procedure IV, with the exception that no EtjN was used. The product was purified 
15 by flash chromatography using 95:5 CH2CI2/CH3OH as eluant, followed by trituration 
with Et20, afforded 46 as an off-white solid (0.24 g, 74%). NMR (CDCI3, 300 MHz) 6 
8.29 (s, IH), 7.61-7.54 (m, 2H), 7.42 (d, J= 3 Hz, IH), 7.38 (m, IH), 7.08 (m, 2H), 6.85 
(m, 2H), 4.73 (s, 2H), 4.73 (, 2H), 4.05-3.96 (m, 2H), 3.62-3.55 (m, 2H), 2.94-2.89 (m, 
4H), 2.21 (s,3H). 

20 

Example 16 




CH3 CI 

50 
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Step A: 




CH3 CI 

4-Chloroanisole (4.16 g, 29. 17 mmolX 3-methylbeiizoyl chloride (4.42 g, 28.59 mmol), 
AICI) (6.12 g, 45.9 mmol) and CH2CI2 (150 mL) were used according to general 
procedure I. The product was purified by flash chromatography using 7:3 hexane/CH2Cl2 
as eluant to provide 50 as yellow solid (1.54 g, 22%). *H NMR (CDCI3, 400 MHz) S 11.91 
(s, IH). 7.54 (d, J= 4 Hz, IH), 7.47-7.39 (m, 5H), 7.02 (d, J= 8 Hz, IH), 2.44 (s, 3H). 
Step B: 

OEt 




51 

Phenol 50 (1.54 g, 6.24 mmol), ethyl bromoacetate (0.8 mL, 7.21 mmol), K2CO3 (3.15 g, 
22.79 mmol) and acetone (35 mL) were used according to general procedure U. Removal 
of the solvents under reduced pressure afforded 51 as a clear oil that was used without any 
further purification. 



Step C: 




52 

Ester 51 (6.3 mmol), lithium hydroxide (0.700 g, 16.68 mmol), THF (20 mL), water (10 
mL) and EtOH (10 mL) were used according to general procedure III. Removal of the 
solvents under reduced pressure afforded 52 as a white solid (1.82 g, 96%) which was 
used without any further purification. 
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StepD: 

Caiboxylic acid 52 (0.21 g, 0.70 mmol), sulfoxide 399 (0.19 g, 0.853 mmol), ED AC 
(0.212 g, LI 1 mraol), HOBt (0.121 g, 0.895 mmol) and DMF (5 mL) were used according 
to general procedure IV, with flie exception that no EtaN was used. The product was 
purified by flash chromatography using 95:5 CH2CI2/CH3OH as eluant to provide 50 as an 
off-white solid (0.09 g, 25%). NMR (CDCI3, 300 MHz) 5 8.13 (s, IH), 7.69-7.30 (m, 
8H), 7.04 (d, J= 9 Hz, IH), 6.81 (m, 3H), 4.69 (s, 2H), 4.05-3.96 (m, 2H), 3.60-3.51 (m, 
2H), 2.93-2.85 (m, 4H), 2.38 (s, 3H), 2. 14 (s, 3H). 

Example 17 




CN CI 

53 



Carboxylic acid 129 (0.316 g, 1.00 mmol), amine 143 (0.241 g, 1.03 mmol), EDAC (0.251 
g, 1.31 mmol), HOBt (0.167 g, 1.24 mmol) and DNfF (5 mL) were used according to 
general procedure FV, with the exception that no Et^N was used. The product was piuified 
by flash chromatography using 9:1 CHCI3/CH3OH as eluant to provide 53 as a tan powder 
(0.082 g, 15%). 




Into a round-bottom flask were placed aniline 466 (0.246 g, 1.32 mmol), EtjN (0.9 mL, 
0.65 g, 6.5 mmol), CHCI3 (5 mL) and CH3CN (5 mL). The resulting mixture was cooled to 
0 and 2*-chloroacetyl chloride (0.2 mL, 2.51 mmol) was added dropwise over several 
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minutes. The mixture was allowed to stir at 0 °C for 30 minutes and was then allowed to 
wann to it and stir for an additional 30 minutes. The mixture was then poured into a 
separatory funnel containing H2O and ethyl acetate. The oiiganic layer was collected, 
washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to afford a daik, green oil. Several portions of hexane were added 
and subsequently rmoved under reduced pressure to afford 54 as a green solid, which was 
used without any further purification. 'H NMR (DMSO-d6, 300 MHz) 6 9.84 (s, D IH), 
7.69 (m, 3H), 7.3 1 (s, 2H), 4.38 (s, 2H), 2.3 1 (s, 3H). 

Example 18 




55 

Into a round-bottom flask were placed amine 54 (0. 1 6 g, 0.6 1 mmol), phenol 1 85 (0. 14 g, 
0.60 mmol), K2CO3 (0.66 g, 4.8 mmol) and acetone (10 mL). The resulting mixture was 
allowed to heat to reflux and stir overnight. The mixture was then allowed to cool to rt and 
was poured into a separatory funnel containing ethyl acetate and water. The organic layer 
was collected, washed with water, brine, dried over MgS04, filtered and the solvents were 
removed under reduced pressure. The product was purified by flash chromatography using 
95:5 CH2CI2/CH3OH to provide 55 as an off-white solid (0.02 g, 7%). *H NMR (DMSO- 
dfi, 400 MHz) 5 9.74 (s, IH), 7.63-7.53 (m, 4H), 7.26-7.19 (m, 4H), 6.97 (s, 2H), 4.81 (s, 
2H), 3.99 (s, 3H), 2.08 (s, 3H). 

Example 19 
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a 

56 

Into a round-bottom flask were placed amine 54 (0.16 g, 0.62 mmol), K2CO3 (0.51 g, 3.7 
mmol), phoiol 4 (0.22 g, 0.90 rnmol) and acetone (S mL). The same procedure was 
followed as in example 55. The product was purified by flash chromatography using 97:3 
CHCI3/CH3OH to provide 56 as a tan solid (0.03 g, 1 0%). 'H NMR (DMSO-de, 300 MHz) 
6 9.39 (s, IH), 8.33 (d, J= 3 Hz. IH), 8.16 (d, J= 3 Hz, IH), 7.83-7.64 (m, 5H), 7.39-7.30 
(m, 3H), 4.86 (s, 2H), 2.23 (s, 3H). 

Example 20 




F CI 

57 



Acid 49 (0.351 g, 1.07 mmol), amine 143 (0.253 g, 1.08 mmol), EDAC (0.341 g, 1.78 
mmol), HOBt (0.193 g, 1.43 nunol) and DMF (7 mL) were used according to general 
procedure IV, with the exception that no EtaN was used. The product was purified by flash 
chromatography using 9:1 CHCI3/CH3OH to provide a tan solid (0.09 g, 15%). 'H NMR 
(CDCI3, 300 MHz) 6 8.19 (s, IH), 7.49 (dd. J= 9, 3 Hz, IH), 7.42 (d, J= 9 Hz, IH), 7.33 
(d, J = 3 Hz, H), 7.27 (d, J= 3 Hz, IH). 7.19 (m, IH), 7.01-6.96 (m, 2H), 6.65-6.63 (m, 
2H), 4.62 (s, 2H), 4.00-3.96 (t, J= 6 Hz, 2H), 3.76 (m, 2H). 3.23-3.15 (m, 2h), 2.75 (m, 
2H), 2.39-2.12 (m, 6H), 2.09 (s, 3H). 

Example 21 
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Step A: 



58 



O OH 




59 



4-Fluoroben2oyl chloride (3.2 mL, 27.08 mmol), 4-chloroanisole (3.98 g, 27.91 mmol), 
aluminum chJoride (5.78 g, 43.34 mmol) and dichloromethane (120 mL) were used 
according to general procedure I. The product was purified by flash chromatography using 
7:3 hexane/ethyl acetate to provide 59 as a yellow solid (3.48 g, 51%). 



Step B: 




OEt 



60 

Phmol 59 (3.48 g, 13.88 mmol), ethyl bromoacetate (1.7 mL, 15.32 mmol), K2CO3 (7.74 
g, 56.0 mmol) and acetone were used according to general procedure n to provide 60 as a 
white solid, which was washed with several portions of ether, dried in vacuo and used in 
subsequent reactions without any further purification. 
Step C: 




61 
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EstCT 60 (4.7 g, 13.9 mmol), lithium hydroxide (1 .45 g, 34.56 imnol), water (20 mL), THF 
(40 mL) and EtOH (20 mL) were used according to general procedure ID to afford 61 as a 
viscous, clear oil. Ether was added to the oil causing a white solid to form, which was 
filtered and dried to provide 61 as a white solid, which was used without any further 
purification. 

Step D: 

Carboxyhc acid 61 (0.237 g, 0.786 nmiol), sulfoxide 399 (0.198 g, 0.88 mmol), EDAC 
(0.285 g, 1 .49 mmol), HOBt (0. 1 3 1 g, 0.97 mmol) and DMF (5 mL) were used according 
to general procedure IV. The product was purified by flash chromatography using 95:5 
CH2CI2/CH3OH as eluant to provide 58 as a tan solid (0.280 g, 71%). NMR (DMSO-d- 
6, 300 MHz) 8 8.95 (s, IH), 7.90 (m, 2H), 7.66 (dd, J= 9, 3 Hz, IH), 7.49 (d, J= 3 Hz, IH), 
7.36 (t, J= 6 Hz, 2H), 7.26 (d, J= 9 Hz, IH), 7.14 (d, J= 9 Hz, IH), 6.84 (m, 2H), 4.73 (s, 
2H), 3.75 (m, 2H), 3.58 (m, 2H), 2.91 (m, 2H), 2.71 (m, 2H), 2.03 (s, 3H). 



Example 22 




SO2NH2 



62 

Caiboxylic acid 49 (0.123 g, 0.377 mmol), oxalyl chloride (0.1 mL, 1.15 mmol), DMF (2 
drops) and chloroform (5 mL) were used to prepare the acid chloride according to general 
procedure V. The acid chloride, sulfonamide 466 (0.07 g, 0.37 mmol), NaHC03 (0.13 g, 
1 .55 mmol), water (1 mL) and acetone (5 mL) were used according to general procedure 
VI to afford 62 as a tan solid (0.07 g, 40%). *H NMR (DMSO-d6, 300 MHz) 5 9.46 (s, 
IH), 7.68-7.45 (m, 8H), 7.28 (m, 3H), 4.85 (s, 2H), 2.21 (s, 3H). 



Example 23 
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F CI 

63 



Step A: 

O OH 




F CI 
64 

3ADifluorobenzoyl chloride (5.01 g, 28.37 mmol)» 4-chloroanisoIe (4.04 g, 28.33 mmol), 
aluminum chloride (5.61 g, 42.07 mmol) and dichloromethane (100 mL) were used 
according to general procedure I. The product was purified by flash chromatography using 
7:3 hexane/ethyl acetate as eluant to provide 64 as a yellow solid (2.65 g, 35%). NMR 
(CDCb, 300 MHz) 6 1 1.64 (s, IH), 7.64-7.30 (m, 5H), 7.09 (d, J= 9 Hz, IH). 

Step B: 




F CI 



Phenol 64 (2.65 g, 9.86 mmol). ethyl bromoacetate (1.20 mL, 10.82 mmol). K2CO3 (5.37 
g, 38.85 mmol) and acetone (35 mL) were used according to general procedure n to 
provide 65 as white solid (3.39 g, 96%) that was used without any further purification. 



Step C: 
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F CI 



Ester 65 (3.39 g, 9.56 mmol), lithium hydroxide (0.80 g, 19.07 mmol). water (20 mL). 
THF (40 mL) and EtOH (20 mL) were used according to general procedure HI to provide 
66 as a white solid which was used without any further purification. 

Step D: 

Carboxylic acid 66 (0.146 g, 0.447 mmol), sulfoxide 399 (0.096 g, 0.429 mmol), EDAC 
(0.1 83 g, 0.955 mmol), HOBt (0.077 g, 0.569 mmol) and DMF (5 mL) were used 
according to general procedure IV. The product was purified by flash chromatogr^hy 
using 95:5 CH2CI2/CH3OH as eluant to provide 63 as a tan solid (0.150 g, 63%). 'H NMR 
(CDCI3, 300 MHz) 6 8.35 (s, IH), 7.79-7.56 (m. 3H), 7.41 (d, J= 3 Hz, IH), 7.32 (m, 2H), 
7.09 (d, J= 9 Hz, IH), 6.87 (br s, IH). 4.73 (s, 2H), 4.04 (m, 2H), 3.58 (m, 2H), 3.02 (m, 
4H), 1 .62 (s, 3H). 

Example 24 




F CI 



67 

Step A: 

o 
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Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
N,Odimethylhydroxylamine hydrochloride (2.80 g, 28.7 mmol). EtsN (9.0 mL, 64.57 
mmol) and CHCI3 (50 mL). The solution was cooled to 0 and 3-trifluoromethyl-5- 
fluorobenzoyl chloride (5.0 g, 22.07 mmol) was added dropwise over several minutes. The 
resulting solution was allowed to stir at 0 for 30 min, after which time it was allowed to 
warm to rt and stir for an additional 30 min. The mixture was thai poured into a 
separatory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with wator, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to provide 68 as a clear oil which was used without any further 
purification. 'H NMR (CDCI3, 300 MHz) 5 7.83 (s, IH), 7.65 (d, J= 9 Hz, IH), 7.46 (d, J= 
9 Hz, IH), 3.59 (s, 3H), 3.42 (s, 3H). 

Step B: 




F CI 
69 



Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
bromo-4-chloroanisoIe (4.05 g, 18.29 mmol) and Et20 (75 mL). The solution was cooled 
to -78 ""C and n-butyl lithium (13 mL of a 1 .6 M solution in hexane, 20.8 mmol) was 
added dropwise. The resulting mixture was allowed to stir at -78 °C for 15 min, after 
which time amide 68 (5.04 g, 20.07 mmol) was added dropwise. The mixture was allowed 
to stir at - 78 for 30 min, after which time it was allowed to warm to rt and stir for an 
additional 2 h. The mixture was then poured into a separatory funnel containing ethyl 
acetate and water. The organic layer was collected and was washed with water, brine, 
dried over MgS04, filtered and the solvents were removed under reduced pressure afford 
69 as a yellow solid (6.14 g, 92%), which was used in subsequent reactions without any 
further purification. NMR (CDClj, 300 MHz) 5 7.84 (s, IH), 7.68 (d, J= 9 Hz, IH), 
7.58-7.51 (m, 2H), 7.44 (d, J- 3 Hz, IH), 7.00 (d, J= 9 Hz, IH), 3.74 (s, 3H). 

Step C: 
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Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 69 
(6.14 g, 18.46 mmol) and CH2CI2 (100 mL). The solution was cooled to -78 ^'C and boron 
tribromide (50 mL of a 1 .0 M solution in CH2CI2, 50 mmol) was added dropwise over 
several minutes. The resulting daik mixture was allowed to stir at -78 for 30 min, after 
which time it was allowed to warm to rt and stir for an additional Ih. The mixture was 
carefully poured over ice and the two-phase mixture was stiired for 30 min. It was then 
poured into a separatory funnel containing CH2CI2 and water. The organic layer was 
collected, washed with water, brine, dried over MgS04, filtered and the solvents were 
removed under reduced pricssure to afford 70 as a yellow sohd (5.68 g, 96%), which was 
used without any further purificatipn. *H NMR (CDCI3, 300 MHz) 5 1 1.61 (s, IH), 7.77 
(s, IH), 7.65-7.54 (m, 3H), 7.47 (d, J= 3 Hz, IH), 7.12 (d, J= 9 Hz, IH). 



Step D: 




71 

* 

Phenol 70 (5.68 g, 17.83 mmol), ethyl bromoacetate (2 mL, 18.03 mmol), K2CO3 (9.61 g, 
69.53 mmol) and acetone (35 mL) were used according to general procedure II to provide 
the ester as a yellow, viscous oil which was used without any further purification. The 
ester (6.83 g, 16.88 mmol), lithium hydroxide (1.42 g, 33.84 mmol), water (20 mL), THF 
(50 mL) and EtOH (20 mL) were used according to general procedure III. The product 
was washed with several portions of ether to provide 71 as a white solid that was used 
without any further purification. 



Step E: 
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CaiboxyUc acid 71 (0.168 g, 0.445 mmol), sulfoxide 399 (0.098 g, 0.438 mmol), EDAC 
(0.21 1 g, 1.10 mmolX HOBt (0.076 g. 0.562 mmol) and DMF (5 mL) were used according 
to gen^ procedure IV. The product was purified by flash chromatography using 95:5 
CH2CI2/CH3OH as eluant to provide 67 as a white solid (0.18 g, 69%). 'H NMR (CDCI3, 
300 MHz) 5 8.26 (s, IH), 7.92 (s, IH). 7.73 (d, J= 6 Hz, IH). 7.64-7.59 (m, 3H), 7.44 (d, 
J= 3 Hz. IH). 7.10 (d. J= 9 Hz. IH), 6.90 (m. IH), 4.74 (s. 2H). 4.03 (m, 2H). 3.58 (m. 
2H), 3.02 (m, 4H), 2.21 (s, 3H). 

Eiample 25 




72 

Carboxylic acid 105 (0.195 g, 0.65 mmol), 6-aminobenzthiazole (Lancaster, 0.105 g, 0.70 
mmol), EDAC (0.23 g, 1.20 mmol), HOBt (0.105 g, 0.78 mmol) and DMF (5 mL) were 
used according to general procedure IV, witii the excq)tion that no EtsN was used. The 
product was purified by flash chromatography using 1:1 hexane/ethyl acetate as eluant to 
provide 72 as a white solid (0.24 g, 87%). 'H NMR (CDCI3, 400 MHz) 6 9.51 (s, IH), 
8.92 (s, IH), 8.64 (s. IH), 8.08 (d, J= 8 Hz, IH), 7.92 (d, J= 8 Hz, IH), 7.67-7.63 (m, 2H), 
7.55-7.50 (m, 3H), 7.42 (s, IH), 7.04 (d. J= 8 Hz, 1 H), 4.73 (s, 2H). 



Example 26 



Step A: 




73 
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O OH 




CI CI 
74 



3,5-Dichlorobenzoyl chloride (5.0 g, 23.87 mmol), 4-chloroaiiisole (3.40 g, 23.84 mmol), 
aluminum chloride (5.56 g, 41.70 mmol) and dichloromethane (100 mL) were used 
according to genial procedure L The product was purified by flash chromatography using 
7:3 hexane/dichloromethane to provide 74 as a yellow sohd (1.18 g, 16%). NMR 
(CDCI3, 300 MHz) 8 1 1 .62 (s, IH), 7.65 (s, IH), 7.56-7.49 (m, 4H), 7.09 (d, J= 9 Hz, IH). 
StepB: 




CI CI 
75 



Phenol 74 (1.18 g, 3.91 mmol), ethyl bromoacetate (0.6 mL, 5.41 mmol), K2CO3 (2.66 g, 
19.25 mmol) and acetone (15 mL) were used according to general procedure II to afford 
75 as a viscous, yellow oil, which was used without any further purification. 
Step C: 




CI CI 
76 



Ester 75 (3.9 mmol), lithium hydroxide (0.396 g, 9.44 nunbl), water (10 mL), THF (40 
mL) and EtOH (10 mL) were used according to general procedure III to afford 76 as a 

* 

white solid, which was washed with hexane and dried in vacuo (1.32 g, 94%). 



StepD 
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10 



15 



Caiboxylic acid 76 (0.128 g. 0.356 mmol), sulfoxide 399 (0.076 g. 0339 mmol), EDAC 
(0.1 14 g, 0.595 mmol), HOBt (0.057 g, 0.422 mmol) and DMF (5 ML) were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 chloroform^ethanol as eluant to afford 73 as a white solid (0.125 g, 65%). 'H 
NMR (CDCI3. 300 MHz) S 8 JO (s. IH), 7.70 (s. IH), 7.62-7.59 (m. 2H)i 7.42 (d. J= 3 Hz, 
IH), 7.08 (d. J= 9 Hz. IH). 6.86 (br s. 2H). 4.72 (s. 2H). 4.04 (m. 2H), 3.62-3.55 (m, 2H), 
3.06-2.92 (m, 4H), 2.21 (s, 3H). 

Example 27 




77 

CarboxyUc acid 105 (0.125 g. 0.417 mmol), 3-aminophthalimide (TQ, 0.062 g, 0.382 
mmol), EDAC (0.132 g. 0.689 mmol), HOBt (0.063 g, 0.467 mmol) and DMF (5 mL) 
were used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 chloroform/methanol to afford 77 as a white solid (0.038 g, 
22%). 'H NMR (CDCI3, 300 MHz) 5 10.10 (s, IH), 8.39 (s, IH), 8.25 (dd, J= 9, 3 Hz, 
IH), 7.97 (d. J= 9 Hz. 2H), 7.80 (d. J= 9 Hz. IH), 7.73 (t. J= 6 Hz. IH). 7.63-7.56 (m. 4H). 
7.48 (d, J= 3 Hz, IH), 7.10 (d, J= 9 Hz, IH). 4.82 (s, 2H). 



20 Example 28 




F CI 



78 

Carboxylic acid 71 (11. 24 g, 29.84 mmol), oxalyj chloride (3.9 mL, 44.71 mmol), DMF (5 
mL) and chloroform (250 mL) were used according to general procedure V to prepare the 
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acid chloride, which was used without further purification. The acid chloride, sulfonamide 
466 (5.12 g, 27.49 nunol), NaHCOj (1 1.12 g, 132 mmol), acetone (300 mL) and water (10 
mL) were used according to general procedure VI. The product was purified by 
crystallization fi^om a mixture of acetonitrileAvato- to provide 78 as a white solid (9.01 g, 
60%). 'H NMR (DMSO-d«, 300 MHz) 8 9.47 (s. IH). 8.05 (d, J= 9 Hz, IH). 7.93-7.90 (m, 
2H). 7.73-7.50 (m. 5H), 7.30-7.26 (m, 3H), 4.84 (s, 2H). 2.19 (s. 3H). Anal Calcd. for 
C23H,7C1F4N2Q5S: C, 50.70; H. 3.14; N, 5.14. Found: C. 50.75; H. 3.10; N, 5.21. 

Example 29 




CI CI 

79 



Carboxylic acid 76 (0.157 g, 0.437 mmol). oxalyl chloride (0.1 mL. 1.15 mmol), DMF (3 
drops) and dichloromethane (5 mL) were used according to general procedure V to 
prepare the acid chloride, which was used without any fiirther purification. The acid 
chloride, sulfonamide 466 (0.072 g, 0.387 mmol), NaHCOa (0.210 g, 2.5 mmol), acetone 
(5 mL) and water (0.5 mL) were used according to general procedure VL The product was 
purified by flash chromatography using 95:5 chloroform/methanol to afford 79 as a white 
solid (0.1 17 g, 57%). 'H NMR (DMSO-d<i, 300 MHz) 6 9.45 (s, IH). 7.94 (s, IH), 7.76 (s, 
2H). 7.75-7.55 (m, 5H), 7.30-7.25 (m. 3H), 4.85 (s. 2H), 2.22 (s, 3H). 
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Carboxylic acid 131 (0.109 g. 0.345 mmol). 6-aminobenzthiazole (Lancasta, 0.056 g, 
0.373 mmol), EDAC (0. 164 g, 0.855 mmbl), HOBt (0.064 g, 0.474 mmol) and DMF (5 
mL) were used according to gmeral procedure IV. The product was purified by flash 
chromatography using 95:5 chloroform/methanol to afford 80 as a white solid (0.120 g, 
77%). 'H NMR (DMSO-dfc 300 MHz) 5 10.18 (s, IH), 9.30 (s. IH), 8.50 (s, IH), 8.26 (s, 
IH), 8.13 (d, J= 9 Hz, IH), 8.05 (t, J= 9 Hz, 2H), 7.75-7.66 (m, 2H), 7.56 (m. 2H), 7.26 (d, 
J= 9 Hz, IH), 4.81 (s, 2H). 

Example 31 




81 

Carboxylic acid 49 (0.106 g, 0.324 mmol), 6-aminobenzthiazole (Lancaster, 0.051 g, 
0.3393 mmol), EDAC (0.158 g, 0.824 mmol), HOBt (0.0584 g, 0.429 mmol) and DMF (5 
mL) were used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 chloroform/methanol to afford 81 as a white solid (0.105 g, 
70%). 'H NMR (DMSO-dfi. 300 MHz) 5 10.22 (s, IH), 9.31 (s, IH), 8.48 (d, J= 3 Hz, IH), 
8.04 (d, J= 9 Hz. IH), 7.67 (dd, J= 9, 3 Hz, IH), 7.59-7.48 (m, 5H), 7.25 (d, J= 9 Hz, IH), 
4.82 (s, 2H). 



Example 32 




82 

Carboxylic acid 105 (0.129 g, 0.43 mmol), oxalyl chloride (0.1 mL, 1.1 5mmol), DMF (4 
drops) and dichloromethane (3 mL) were used to prepare the acid chloride according to 
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general procedure V. The acid chloride, 5-ammo-2-methylben2thia2ole dihydrochloride 
(0.087 g, 0.367 mmol), NaHCCb (0.324 g, 3.86 mmol), water (0.5 mL) and acetone (5 
mL) were used according to general procedure VI. The product was purified by flash 
chromatography using 95:5 chloroform/methanol to afford 82 as a white solid (0.118 g, 
74%). 'H NMR (DMSO-d^ 300 MHz) 5 10.02 (s, IH), 8.20 (d, J= 3 Hz, IH), 7.95 (d, J= 9 
Hz. IH), 7.85 (d, J= 9 Hz, 2H), 7.66-7.47 (m, 6H), 7.26 (d, J= 9 Hz, IH), 4.78 (s, 2H), 
2.80 (s, 3H). 

Example 33 

H 

F CI 

83 

Carboxylic acid 49 (0.1 10 g, 0.337 mmol), oxalyl chloride (0.1 mL. 1.15 mmol), DMF (4 
drops) and dichloromethane (5 mL) were used to prepare the acid chloride accordmg to 
general procedure V. The acid chloride, 5-amino-2-methylbenzthiazole dihydrochloride 
(0.078 g, 0.329 mmol), NaHCOa (0 293 g, 3.49 mmol), water (0:5 mL) and acetone (5 
mL) were used according to general procedure VI. The product was purified by flash 
chromatography using 95:5 chloroform/methanol to afford 83 as a white soUd (0.079 g, 
49%). 'H NMR (DMSO-de, 300 MHz) 5 10.12 (s. IH), 8.22 (s. IH). 7.95 (d, J= 9 Hz, IH), 
7.67 (dd, J= 9. 3 Hz. IH). 7.58-7.48 (m, 5H), 7.25 (d. J= 9 Hz, IH), 4.81 (s. 2H). 2.80 (s, 
3H). 

Example 34 

H 
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Caiboxylic acid 129 (0.094 g, 0.298 itimolX oxalyl chloride (0,1 mL. 1.15 mmol), DMF (4 
drops) and dichloromethane (5 mL) were used to prq>ared the acid chloride according to 
general procedure V. TTie acid chloride, 5-amino-2-methylb€Qzthia2oIe dihydrochloride 
(0.068 g, 0.287 mmol), NaHCOs (0.310 g, 3.69 mmol), water (0.5 mL) and acetone (5 
mL) were used according to gaieral procedure VI. The product was purified by flash 
chromatography using 95:5 chlproform/methanol to afford 84 as a tan sotid (0.042 g, 
31%). 'H NMR (DMSO-dfc 300 MHz) 5 10.09 (s, IH), 8.22 (d, J= 9 Hz, 2H), 8.13 (d, J= 
6Hz, IH), 8.06 (d, J= 9 Hz. IH), 7.94 (d, J= 9 Hz, IH), 7.75-7.66 (m, 2H), 7.55 (d, J= 3 
Hz. IH). 7.49 (d, J= 3 Hz. 1H),.7.25 (d, J= 6 Hz. IH), 4.78 (s, 2H), 2.80 (s, 3H). 

Example 35 

H 




Carboxylic acid 105 (0.104 g, 0.347 mmol), oxalyl chloride (0.1 mL, 1.15 mmol), DMF (4 
drops) and dichloromethane (4 mL) were used to prepare the acid chloride according to 
general procedure V. The acid chloride, 4-methylsulfonlylaniline (0.06 g, 0.350 mmol), 
NaHCOs (0.214 g, 2.55 mmol), water (0.5 mL) and acetone (6 mL) were used according 
to g«ieral procedure VI. The product was purified by flash chromatography using 3:2 
ethyl acetate/hexane to afibrd 85 as a white solid (0.061 g, 40%). *H NMR (DMSO-d6, 
300 MHz) 6 1034 (s, IH). 7.90-7.76 (m, 6H), 7.66-7.47 (m, 5H), 7.22 (d, J= 9 Hz, IH), 
3.18 (s, 3H). 

Example 36 

H 
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Step A: 




87 

Into a stirred Parr bomb were placed 2-chloro-5-nitrobenzaldehyde (1.84 g, 9.92 mmol)» 
sulfur (0.360 g, 1 1.23 mmol), ammonia (5 mL) and methanol (30 mL). The bomb was 
sealed and was heated, with stiiring, to 85-90 °C for 16 h. The mixture was allowed to 
cool to rt and was poured into a sq)aratory funnel containing dichloromethane anjd water. 
The organic layer was collected, washed with water, brine, dried over MgS04, filtered and 
the solvents were removed to afford 87 as an orange solid (1.26 g, 70%). NMR 
(DMSO-de, 400 MHz) 6 9.33 (s, IH), 9.13 (d, J= 4 Hz, IH), 8.47 (d, J= 12 Hz, IH), 8.36 
(dd,J=12,4H2,lH). 

Step B: 




88 

Compound 87 (1.26 g, 6.97 mmol), iron powder (1.89 g, 33.84 mmol), concentrated 
hydrochloric acid (7 mL) and ethanol (35 mL) were added to a round-bottom flask. The 
mixture was heated to reflux and stirred for 2 h, after which time it was allowed to cool to 
rt. The mixture was then poured into water and was made basic by the slow addition of 
solid NaHCOa. It was then poured into a separatory funnel containing ethyl acetate and 
water. The organic layer was collected, washed with water, brine, dried over MgS04, 
filtered and the solvents were removed under reduced pressure to afford 88 as a tan solid 
(0.470 g, 45%). 'H NMR (DMSOde, 400 MHz) 8 8.82 (s, IH), 7.81 (d, J= 9 Hz, IH), 7.20 
(d, J= 3 Hz, IH), 6.99 (dd, J= 9, 3Hz, IH), 5.40 (s, 2H). 

Step C: 

Carboxylic acid 129 (0.125 g, 0.396 mmol), oxalyl chloride (0.1 mL, 1 .15 mmol), DMF (4 
drops) and dichloromethane (5 mL) were used to prepare the acid chloride according to 
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genaal procedure V. The acid chloride, amine 88 (0.063 g, 0.419 tnmolX NaHCOa (0.173 
g, 2.06 imnol), water (0.5 mL) and acetone (5 mL) were used according to general 
procedure VI to afford a yellow solid. The solid was washed with several portions of ether 
and was dried in vacuo to provide 86 as a yellow solid (0.083 g, 47%). 

Example 37 




F CI 

89 

Step A: 




90 

Into a round-bottom flask were placed 5-fluoro-2-nitrotoluene (Lancaster, 2.03 g, 1 3.09 
mmol), 2-thioimidazole (1.54 g, 15.38 mmol), K2CO3 (6.31 g, 45.66 mmol) and DMF (25 
mL). The resulting mixture was heated to 80-90 ""C for 3 h and was then allowed to cool to 
50 **C and stir overnight. The mixture was allowed to cool to rt and was poured into a 
separatory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to afford 90 as an orange oil which was used without purification. 
'H NMR (CDCI3, 300 MHz) 5 7.85 (d, J= 9 Hz, IH), 7.80-7.30 (br m, 2H), 7.08 (s, IH), 
7.03 (d, J= 6 Hz, IH), 2.53 (s, 3H). 
Step B: 




91 



wo 01/17982 



PCT/EPOO/08487 



117 



Into a round-bottom flask were placed compound 90 (0.121 g, 0.51 mmol), glacial acetic 
acid (3 mL) and hydrogen poroxide (0.491 g of a 30% wAv solution, 4.33 mmol). The 
resulting imxture was heated to 85-90 for 2 h, after which time it was allowed to cool to 
rt and was poured into a flask containing a saturated solution of sodium bisulfite. The pH 
of the mixture was adjusted to pH 7 by the slow addition of solid NaHCOa and was then 
poured into a separatory funnel containing ethyl acetate. The organic layer was collected, 
washed with water, brine, dried over MgS04» filtered and the solvents were removed 
under reduced pressure to afford 91 as a white solid (0.092 g, 67%). *H NMR (DMSO-da, 
400 MHz) 5 8.16 (d, J= 8 Hz, IH), 8.04 (s, IH), 7.93 (d, J= 8 Hz, IH), 7.35^7.32 (br m, 
2H), 2.47 (s, 3H). 
Step C: 

92 

Lito a Parr bottle were placed compound 91 (0.092 g, 0.34 nmiol), Pd/C (0.01 g, 10% 
w/w), and ethanol. The bottle was purged with hydrogen (3X) and was finally pressurized 
to 40 psig. The mixttire was allowed to stir at rt for 30 min, after which time the bottle was 
depressinized and the mixture was filtered through a pad of celite and the solvents were 
removed under reduced pressure to afford 92 as a yellowish solid (0.083 g, >100% yield), 
which was used without any further purification. *H NMR (DMSO-de, 400 MHz) 6 13.54 
(br s, IH), 8.77 (s, IH), 8.74 (s, IH), 7.60 (dd, J= 8, 4 Hz, IH), 7.45 (d, J= 4 Hz, IH), 7.18 
(br s, 2H), 7.09 (d, J= 8 Hz, IH), 2.05 (s, 3H). 

Step D: 

Caiboxylic acid 49 (0.100 g, 0.31 mmol), oxalyl chloride (0.1 mL, 1.15 mmol), DMF (4 
drops) and chloroform (3 raL) were used to prepared the acid chloride according to 
general procedure V. The acid chloride, amine 92 (0.065 g, 0.273 mmol), NaHCOa (0.134 
g, 1.59 mmol), water (0.5 mL) and acetone (4 mL) were used according to general 
procedure VI to afford a tan solid. The solid was washed with several portions of ether and 
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dried to afford 89 as a tan solid (0.105 g, 62%). NMR (DMS0-d6, 300 MHz) 6 13.74 
(s, IH), 10.26 (s, IH), 7.70-7.27 (m, lOH), 6.95 (d, J= 9 Hz, IH). 5.19 (s. 2H), 2.20 (s 
3H). 

Example 38 




F CI 

93 

Step A: 




94 

Into a round-bottom flask were placed 5-fluoro-2-nitrotoluene (Lancaster, 1 .65 g, 13.09 
mmol), 2-thiothiazole (1.46 g, 12.46 mmol), K2C63 (5.04 g, 36.47 mmol) and DMF (25 
mL). The resulting mixture was heated to 80-90 °C for 3 h and was then allowed to cool to 
50 °C and stir overnight. The mixture was allowed to cool to rt and was poured into a 
separatory funnel containing ethyl acetate and water. The organic layer was collected and 
was washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to afford 94 (2.5 1 g, 93%) as an orange solid which was used 
without purification. 'H NMR (CDCI3, 400 MHz) 5 7.94 (d. J= 8 Hz, IH), 7.87 (d, J= 4 
Hz, IH), 7.44 (d, J= 4 Hz, IH). 7.38-7.34 (m, 2H), 2.57 (s, 3H). 
StepB: 




95 



wo 01/17982 



PCT/EPOO/08487 



119 



Into a round-bottom flask were placed compound 94 (0.103 g, 0.41 mmol), glacial acetic 
add (3 mL) and hydrogen peroxide (0.210 g of a 30% w/w solution, 1.85 mmol). The 
resulting mixture was heated to 85-90 for 2 h. after which time it was allowed to cool to 
rt and was poured into a flask containing a saturated solution of sodium bisulfite. The pH 
of the mixture was adjusted to pH 7 by the slow addition of solid NaHCQs and was then 
poured into a sqjaratory funnel containing ethyl acetate. The organic layer was collected, 
washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to afford 95 as a white solid (0.1 03 g, 89%). 'H NMR (CDCI3, 400 
MHz) 5 8.10-8.00 (m, 4H), 7.73 (d, J= 4 Hz, IH), 2.64 (s, 3H). 

Step C: 

CH3 

o o 

96 

Into a Parr bottle were placed compound 95 (0.074 g, 0.34 mmol), Pd/C (0.018 g, 10% 
w/w), and ethanol (2 mL). The bottle was purged with hydrogen (3X) and was finally 
pressurized to 45 psig. The mixture was allowed to stir at rt for 30 min, after which time 
the bottle was depressurized and the mixture was filtered through a pad of celite and the 
solvents were removed under reduced pressure to afford 96 as a yellow oil, which was 
used without any further purification. *H NMR (CDCI3, 300 MHz) 5 7.94 (d, J= 3 Hz, 
IH), 7.87 (d, J= 9 Hz, IH), 7.74 (s, IH), 7.65 (d, J= 3 Hz, IH), 7.31 (d, J= 9 Hz, IH), 5.81 
(brs,2H).2.I3(s,3H). 

Step D: 

Carboxylic acid 49 (0.104 g, 0.31 mmol), oxalyl chloride (0.6 mL of a 2.0 M solution in 
dichloromethane, 1 .2 mmol), DMF (4 drops) and chloroform (4 mL) were used to 
prepared the acid chloride according to general procedure V. The acid chloride, amine 96 
(0.071 g, 0.2793 mmol), NaHCOj (0.1434 g, 1.70 mmol), water (0.5 mL) and acetone (4 
mL) were used according to general procedure VI to afford a tan solid. The solid was 
washed with several portions of ether and dried to afford 93 as a tan solid (0.129 g, 82%). 
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'H NMR (DMSO-dfi, 300 MHz) 6 10.35 (s, IH), 8.25 (d, J= 3 Hz, IH), 8.09 (d, J= 3 Hz, 
IH), 7.75-7.39 (m, 7H), 7.28 (d, J= 9 Hz, IH), .6.97 (d. J= 9 Hz, IH). 5.20 {&, 2H), 2.22 (s, 
3H). 

Example 39 

97 

Caiboxylic acid 49 (0.108 g, 0.331 mmol), oxalyl chloride (0.1 mL, 1.15 mmol), DMF (4 

drops) and chlorofonn (3 mL) were used to prepare the acid chloride according to general 

procedure V. The acid chloride, the aniline (prepared according to the method of 

« 

Erlenmeyer, Helv, Chim. Acta, 30, 2058-2060, 1 947), 0.056 g, 0.3 1 8 mmol), NaHCOa 
(0.146 g, 1.74 mmol), water (0.5 mL) and acetone (6 mL) were used according to general 
procedure VI to provide 97 as a yellow solid (0.05 g, 32%). NMR (DMSO-de, 300 
MHz) 6 10.19 (s, IH), 7.95-7.90 (m, 3H), 7.76 (d, J= 3 Hz, IH), 7.70-7.48 (m, 7H), 7.23 
(d, J= 9 Hz, IH), 4.80 (s, 2H). 

Example 40 

H 




98 

Carboxylic acid 49 (0.112 g, 0.343 mmol), oxalyl chloride (0.1 mL, 1.15 mmol). DMF (4 
drops) and chloroform (3 mL) were used to prepare the acid chloride according to general 
procedure V. The acid chloride, the aniline (prepared according to the method of Brown, 
E. v.. Journal of Organic Chemistry, 42(1 9), 3208-3209, 1 977), 0.050 g, 0.3 1 2 mmol), 
NaHC03 (0.137 g, 1.63 mmol), water (0.5 mL) and acetone (6 mL) were used according 
to general procedure VI to provide 98 as a yellow solid (0.064 g, 44%). 'H NMR (DMSO- 
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d^, 300 MHz) 5 10.22 (s, IH), 8.20 (s, IH), 7.95 (d, J= 9 Hz, IH), 7.72 (d, J= 9 Hz, IH), 
7.69-7.47 (m. 7H), 7.37 (s, IH), 7.23 (d, J= 9 Hz, IH), 4.81 (s, 2H). 
Example 41 




o' o 



99 



Step A: 




100 

Into a round-bottom flask were placed 5-fluoro-2-nitrotoIuene (5.0 g, 32.2 mmol), K2CO3 
(1 5.34 g, 1 11 mmol), 3-mercaptoethanol (3.2 mL, 37 mmol) and DMF (30 mL). The 
resulting mixture was allowed to stir at rt for 16 h, after which time it was poured into a 
separatory funnel containing ethyl acetate and water. The oi:ganic layer was collected and 
washed with water, brine, dried over MgS04, filtered and the solvents were removed 
under reduced pressure to afford 100 as thick, yellow oil, which was used without any 
further purification. 
Step B: 




101 



Into a round-bottom flask were placed compound 100 (-32 mmol), and methanol (100 
mL). Into a separate flask were placed oxone (Aldrich, 29.43 g, 47.9 mmol) and water 
(125 mL). The oxone solution was added dropwise over several minutes to the solution of 
compound 100 at rt. The resulting solution was allowed to stir at rt for 1 h. It was then 
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poured into a sq)aratory funnel containing ethyl acetate and water. The organic layer was 
collected and washed with water, brine, dried over MgS04, filtered and the solvents w^c 
removed under reduced pressure to afford a yellow oil, which was dried in vacuo to 
provide 101 as a yellow solid (7.91 g, 95%). 
StepC: 




Into a Parr bottle were placed compound 101 (0.522 g, 2.01 mmol), Pd/C (0.04 g, 10% 
w/w) and EtOH (5 mL). The bottle was purged with hydrogen (3X) and was finally 
pressurized with hydrogen to 40 psig. The resulting mixture was allowed to stir at rt for 1 
h, after which time it was filtered through a pad of celite, and the solvents were removed 
under reduced pressure to afford a green oil which solidified in vacuo to afford 102 as a 
yellowish soHd (0.44 g, 95%). 

Step D: 

Carboxylic acid 49 (0.302 g, 0.924 mmol), oxalyl chloride (0.15 mL, 1.72 mmol), DMF (4 
drops) and chloroform (1 0 mL) were used to prepare the acid chloride according to 
general procedure V. The acid chloride, amine 102 (0.190 g, 0.86 mmol), NaHCOs (0.323 
g, 4.16 mmol), water (0.5 mL) and acetone (10 mL) were used according to general 
procedure X to provide 99 as a tan sohd (0.326 g, 70%). 

Example 43: 




CI 



Step A: 
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OEt 



CI 
104 

This reaction was run according to general procedure n using 5-chloro-2- 
hydroxybenzophenone (15 g, 64 mmol), ethyl bromoacetate (7.7 mL, 71 mmol) and 
potassium carbonate and (44 g, 320 mmol), A 96% yield of 104 was obtained as a white 
soUd. 'H NMR (DMSO-dfc 300 MHz) 5 1.8 (t, 3H). 4.1 (q, 2H), 4.8 (s, 2H), 7-7.8 (ra. 8H). 



Step B: 




105 

This reaction was run according to general procedure III using 104 (19.6 g, 62 mmol) and 
LiOH.H20 (3.18 g, 76 nmiol) in ethanol (250 mL) and water (70 mL) stiired for 1 h at rt. 
After extraction with methylene chloride, drying (MgS04) and solvent removal, an 86% 
yield of 105 was obtained as white foam^H NMR (DMSO-de, 300 MHz) 6 4.6 (s, 2H), 7- 
7.8(m,8H), 13(s, IH). 

Step C: 

A mixture of 105 (1 g, 3.4 mmol) and 18 mL of thionyl chloride was refluxed for 1 h. 
Concentration of the reaction mixture resulted in a crude product that was dissolved in 
acetonitrile. This was added dropwise to a stirred mixture of l-(4'-aminophenyl)-l^,4- 
triazole (0.54 g, 3.4 mmol) and triethylamine (0.73 mL, 5.25 mmol) in acetonitrile (10 
mL). The mixture was refluxed for 6 h and stirred at rt for 24 h. Ethyl acetate was added 
to the reaction mixture. After washing with water, drying (MgS04) and solvent removal, 
the crude product was purified by flash column chromatography on silica with 4% 
methanol in methylene chloride as the eluent. This gave 0.039 g (3%) of 103 as a white 
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solid. NMR (DMSO-d6, 300 MHz) 6 4.7 (s, 2H), 7.2-7.8 (m, 12H), 8.2 (s, IH), 92 (s, 
1H),10.0(S,1H). 

Example 44: 




106 



Following the procedure described for the synthesis of 103 and using 4-moiphoIinoaniline, 
a 38% yield of 106 was obtained as a gray solid. 'H NMR (DMSO-ds, 300 MHz) 8 3 (s, 
4H), 3.7 (s, 4H), 4.6 (s, 2H), 6.82 (m, 2H), 7.1-7.8 (m, lOH), 9.4 (s, IH). 

Example 45: 




CI 

107 



Following the procedure described for the synthesis of 103 and using sulfanilamide, a 6% 
yield of 107 was obtained as a white solid after purification by flash column 
chromatography on sihca gel with 20% acetone in methylene chloride. ^H NMR (DMSO 
dfi, 300 MHz) 5 4.7 (s, 2H), 6.82 (m, 2H), 7.1-7.8 (m, 12H), 10.1 (s, IH). 

Example 46; 




CI 

108 



Following the procedure described for the synthesis of 103 and using 4-(4-aminophenyl)- 
1,2,3-thiadizole as the aniline, a 20% yield of 108 was obtained as a gray solid. *H NMR 
(DMS0-d6, 300MHz)54.7 (s,2H), 7.2(d. IH), 7.4-8.1 (m, 112H), 9.41 (s, IH), 10.0 (s, 
IH). 
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Example 47: 



H 



5 

Step A: 




CI 

110 



This reaction was run according to general procedure I with 2-tfaiophenecarbonyl chloride 
10 (1 .5 mL, 14 mmol), p-chloroanisole (1 .7 mL, 14 mmol) and aluminum chloride (1 .9 g, 14 
nunol) were reflux ed in methylene chloride (200 mL) for 24 h. A 39% yield of 110 was 
obtained after purification by flash column chromatography on silica gel with methylene 
chloride/hexane (1:1). *H NMR (DMSO-ds, 300 MHz) 5 6.95 (d, IH), 7.19 (t, IH), 7.32 
(d, IH), 738 (dd, IH). 7.51 (d, IH), 8.06 (d, IH), 10.3 (s, IH). 
15 StepB: 

O 0'^C02Et 




CI 

111 



This reaction was run according to general procedure II using 110 (0.5 g, 2.17 mmol), 
ethyl bromoacetate (0.24 mL, 2.17 mmol) and potassium carbonate (1.53 g, 10.85 mmol), 
20 in acetone (25 mL) for 3 h. A 97% yield of 1 1 1 was obtained as oil after workup. 

NMR (DMSO-de, 300 MHz) 5 1.1 (t, 3H), 4.1 (q, 2H), 4.8 (s, 2H), 7.07 (d, IH), 7.19 (t, 
IH), 7.43 (d, IH), 7.49-7.52 (m, 2H), 8.07 (d, IH). 
Step C: 
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O O CO2H 




CI 
112 



Following the procedure described in general procedure m, a 22% yield of 1 1 2 was 
obtained as a solid; 'H NMR (DMSOd6. 300 MHz) 6 4.7 (s, 2H), 7.05 (d, IH), 7.18 (t, 
5 IH), 7.41 (d,lH), 7.42-7.6 (m,2H). 8.06 (dJH). 

StepD: 

This reaction was run according to general procedure IV using 112 (0.14 g, 0.43 mmol), 
HOST (0.06 g, 0.43 nunol), 5-aminoindazole(0.06 g, 0.43 mmol), EDAC (0.08 g, 0.43 

10 mmol) and ttiethylamine (0.12 mL, 0.86 mmol). A23%yieldof 109 was obtained after 
purification by flash column chromatography on siUca gel with 5% methanol in methylene 
chloride. 'H NMR (DMSQ-de, 300 MHz) 5 4.8 (s, 2H), 7.1-7.3 (m, 2H), 7.32 (d, IH), 7.46 
(d, IH). 7.48 (s, IH), 7.56 (d, IH), 7.7 (d, IH), 7.98 (s, IH), 8.04 (s, IH), 8.1 (d, IH), 9.8 
(s, IH), 13 (s, IH). 

15 Example 48: 



H 




01 

114 



Following the procedure described in generl procedure I using 2-furoyi chloride and p- 
chloroanisole, a 73% yield of 1 14 was obtained as a yellow solid. 'H NMR (DMSO-ds, 
25 300 MHz) 6 6.7 (m, IH). 6.93 (d, IH). 7.2 (2, IH), 7.4 (m, 2H), 8.04 (s, IH), 10.4 (IH). 

Step B: 
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CI 
115 



A mixture of 114 (1 g, 4.49 mmol), ethyl bromoacetate (0.5 mL, 4.49 mmol) and 
potassium carbonate (3.17 g, 22.45 mmol) was stirred in acetone (50 mL) for 24 h. To this 
was added IN NaOH until the solid dissolved. This NaOH solution was extracted once 
with ethyl acetate and was then acidified with IN HCI. This was followed by extraction 
with ethyl acetate. After drying (MgS04) and solvent removal in vacuo, the crude product 
was re-crystallized with hexane/ethyl acetate. Compound 115 (1 g, 79%) was collected as 
a white solid. NMR (DMSO-d^, 300 MHz) 5 4.8 (s, 2H), 6.7 (m, IH), 7.1 (d, IH), 7.2 
(d, IH), 7.5 (m, IH), 7.6 (d, IH), 8.1 (s IH), 13.1 (br s, IH). 

Step C: 

Following the procedure described in general procedure IV using 5-indazole, a 61% yield 
of 113 was obtained as a solid. 'H NMR (DMSO-da, 300 MHz) 8 4.8 (s, 2H), 6.8 (m, IH), 
7.21 (d, IH), 7.3-7.7 (m, 5H), 8.06 (s, IH), 8.1 (s, 2H), 10 (s, IH), 13 (s, IH). 

Example 49;- 

H 




CI 

116 

Step A: 

O OH 




CI 

117 



• 

• 
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A mixture of 3-thiophen«;arboxyl in acid (3.58 g, 28 mmol) and thionyl chloride (15 mL) 
was refluxed for 3 h. The reaction mixture was concentrated and fialher dried in vacuo. 
The resultant concentrate was added to a susptaision of aluminum chloride (7.6 Ig, 56 
mmol) and p-chloroanisole (3.41 mL, 28 mmol). The suspension was heated to reflux for 

5 . 24 L Water was slowly added to the reaction mixture and this aqueous mixture was 
extracted with first methylene chloride, fbea ethyl acetate. The orgam'c solutions wctb 
combined and dried over MgS04. After solvent ronoval, the arude product was purified 
by flash column chromatography on silica gel with methylene chloride/hexane (1:1). This 
gave 0.13 g (2%) of 117 as oil. 'H NMR (DMSO-de, 300 MHz) 6 7 (d, IH), 7.3-7.5 (m, 
10 3H), 7.6-7.7 (m, IH), 8.2 (m, IH). 1 0.4 (s, IH). 
Step B: 

O O'^COjEt 




CI 
118 



Following genera] procedure II, a 45% yield of 118 was obtained as oil. 'h NMR (DMSO- 
15 d6, 300 MHz) 8 1 .1 (t. 3H), 4.08 (q, 2H). 4.8 (s, 2H), 7.07 (d, IH), 7.38 (d, IH), 7.44 (d, 
IH), 7.49 (dd, IH), 7.6 (dd, IH), 8.1 1 (d, IH). 
Step C: 



CO2H 




CI 
119 

20 Following general procedure III, a 67% yield of 1 1 9 was obtained as oil. 'H NMR 

(DMSO-dfi. 300 MHz) 5 4.7 (s. 2H), 7.1 (d, IH), 7.38 (d, IH), 7.5-7.6 (m, 2H), 7.6-7.7 (m, 
IH), 8.2 (m IH). 
Step D: 

Following general procedure IV using 5-indazole, a 36% yield of 1 1 6 was obtained as a 
25 white solid. 'H NMR (DMSO-d*, 300 MHz) 5 4.8 (s, 2H), 7.2 (d, 1 H), 7.35 (d with fme 
splittings, IH), 7.42 (d, IH), 7.45 (d, IH). 7.5-7.6 (m, 2H), 7.6-7.65 (m, IH), 8 (s, IH), 
8.05 (s, IH). 8.3 (m, IH), 9.8 (s, IH), 13 (s, IH). 



feL: 
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Example SO; 




Following general procedure IV using 4-(3-morpholino)propyloxy-2-methylamline, a 7% 
yield of 120 was obtained as a white solid after flash column chromatography on silica gel 
with 20% methanol in methylene chloride. 'H NMR (DMSO-de, 300 MHz) 5 1 .7-1 .9 (m, 
2H), 2 (s, 3H), 2.2-2.4 (m, 6H), 3.5-3.6 (m, 4H), 3.9 (t, 2H), 4.75 (s, 2H), 6.7 (d, IH), 6.74 
(s, IH), 7.1-7.3 (m, 3H), 7.5 (s, IH), 7.6 (dd, IH), 7.63 (d, IH), 8.08 (d, IH), 9 (s, IH). 

Example 51; 




121 

Following general procedure IV using 4-morpholinesulfonyl-2-methylaniline, a 26% yield 
of 121 was obtained as a white solid after flash column chromatography on silica gel with 
20% methanol in methylene chloride. NMR (DMSO-d*, 300 MHz) 5 3.1 (br s, 4H), 3.7 
(s, 4H), 4.8 (s, 2H), 7 (d, 2H), 7.2-7.3 (ra, 2H), 7.43 (d, 2H), 7.54 (d, IH), 7.6 (dd, IH), 7.7 
(d. IH), 8.2 (d, IH), 9.8 (s, IH). 



Example 52: 




wo 0]y]7982 



PCT/EPOO/08487 



Mm 



130 



0 



122 

Following general procedure IV using 4-nioiphoiinesulfonyl-2-methylaniline, a 24% yield 
of 122 was obtained as a white solid after flash column chromatography on silica gel with 
5% methanol in methylene chloride. 'H NMR (DMSOde, 300 MHz) 8 2.6-2.8 (m, 2H), 
2.9 (t, 2H), 3.5-3.6 (m, 2H), 3.7 (t, 2H), 4.8 (s, 2H), 7 (d. 2H), 7.2-73 (m, 2H), 7.43 (d, 
2H), 7.54 (d, IH), 7.6 (dd, IH), 7.7 (d, IH), 8.2 (d, IH), 9.8 (s, IH). 

Example 53: 




123 

Following genwal procedure IV, a 35% yield of 123 was obtained as a white soHd after 
flash column chromatography on silica gel with 3% methanol in methylene chloride. 
NMR (DMS0-d6, 300 MHz) 5 2.0 (s, 3H), 2.5-2.7 (m, 2H), 2.9 (t, 2H), 3.5-3.6 (m. 2H), 
3.7 (t, 2H). 4.8 (s, 2H), 6.7 (s, IH), 6.78 (d, IH), 6.8 (s, IH), 7.1-7.3 (m, 2H), 7.3 (d, IH), 
7.5 (d, IH), 7.6 (dd, IH), 8.05 (s, IH), 9 (s, IH). 

Example 54: 




SOzNHa 



124 

Following general procedure IV, a 32% yield of 124 was obtained as a white solid after 
flash column chromatography on silica gel with 5% methanol in methylene chloride. *H 
NMR (DMSO-d6, 300 MHz) 5 2.1 (s, 3H), 4.8 (s, 2H), 71.-7.3 (m, 3H), 7.4 (s with fme 
splittings, IH), 7.42-7.5 (m, 2H), 7.5-7.7 (m, 5H), 7.8 (d, 2H), 9.2 (s, IH). 
Example 55: 
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a 

125 



Following the procedure described for the synthesis of compound 103, a 42% yield 125 
was obtained as a white solid after flash column chromatography on silica gel with 3% 
methanol in methylene chloride. NMR (DMSOde, 300 MHz) 5 2.2 (s, 3H), 4.8 (s, 2H), 
7.1-7.3 (m, 3H), 7.5 (d. IH), 7.5-7.7 (m, 5H), 7.73 (d, IH), 8.1 (d, IH), 9.3 (s, IH). 

Example 56: 

V V Oo 

NC a 

126 

Step A: 

O OH 




NC CI 
127 

Following general procedure I, a 9% yield of 127 was obtained after flash column 
chromatography on gel with 30% hexane in methylene chloride. 'H NMR (DMSO^, 300 
MHz) 5 6.97 (d, IH), 7.38 (s, IH), 7.42 (d, IH), 7.7 (t, IH), 7.98 (d, IH), 8-8.1 (m, 2H), 
10.4 (s, IH). 
StepB: 




NO CI 
128 
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Following general procedure a quantitative yield of 128 was obtained as oil that was 
used in the following reaction without any additional purification. 

Step C: 

O O^COzH 

NC CI 
129 

Following general procedure III, a quantitative yield of 129 was obtained as a white solid. 

NMR (DMS(>d6, 300 MHz) 5 4.6 (s, 2H), 7.1 (d, IH), 7.5 (s, IH), 7.5-7.6 (m, IH), 
7.6-7.7 (m, IH), 8-8.1 (m, 2H), 12 (br s, IH). 
Step D: 

Following general procedure IV, an 11% yield of 126 was obtained as a yellow solid aftra- 
flash column chromatogr^hy on silica gel with 4% methanol in methylene chloride. 'H 
NMR (DMSO-dfo 300 MHz) 5 2.0 (s, 3H), 2.5-2.7 (m, 2H), 2.9 (t, 2H), 3.5-3.6 (m, 2H). 
3.7 (t, 2H), 4.7 (s, 2H), 6.7 (d, IH), 6.8 (s, IH), 7.1 (d. IH), 7.2 (d, IH), 7.5 (d, IH), 7.6- 
7.7 (m, 2H), 8-8.1 (m, 2H), 8.2 (s, IH), 9 (s, IH). 

Example 57 : 

F CI 
130 

Acid 49 (0.1 g, 0.3 nrniole), was converted to the acid chloride by reaction with oxalyl 
chloride (0.1 mL, 0.8 nunol) in dichloromethane (5 mL) and 1 drop of DMF (Aldrich, 
Sure Seal). The reaction was stirred at rt for 1 h. The solvent was removed in vacuo. The 
title compound was prepared by addition of the acid chloride to 6-amino-s-triazolo(l,5- 
a)pyridine (0.04 g, 0.3 mmol; prepared by the method of Potts, K. T. and Surapaneni, C. 
R., J. Heterocyclic Chem., 1970, 7, 1019) and sodium bicarbonate (0.2 g, 2.2 mmol) in 
acetone (10 mL) and water (1 mL) by general procedure VI. The product was isolated by 
chromatography on silica gel eluted with chloroform/methanol (95:5, v/v) in 15% yield. 
MS (ES(+)): m+l/z 443. 'H NMR (CDCI3, 300 MHz) 5 9.85 (s, IH). 9.66 (s. IH), 8.32 (s, 
IH), 7.79 (m, 2H), 7.57 (dd, IH), 7.4 (m, 3H), 7.15-7.05 (m, 2H), 4.79 (s, 2H). 




9 9^ 
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Example 58: 




F CI 
131 



Acid 49 (0.1 fe 0.3 minoIX was convmed to the acid chloride by reaction with oxalyl 
chloride (0.1 ml, 0.8 mmol) in dichloromethane (5 mL) and 1 drop of DMF (Aldrich, Sure 
Seal). The reaction was stirred at rt for 1 h. The solvent was rraioved in vacuo. The title 
compound was prepared by addition of the acid chloride to 6-aminoquinoxaline (0.045 g, 
0.3 mmol; prepared by the method of Case, F. H. and Breraian, J. A., JACS, 1959, 81, 
6297) and sodium bicarbonate (0.2 g, 22 mmol) in acetone (10 mL) and water (1 mL) by 
general procedure VI. The product was isolated by chromatography on silica gel eluted 
with chloroform/methanol (95:5, vA^) in 15% yield. MS (ES(+)): m+l/z 454. 'h NMR 
(CDCI3, 300 MHz) 6 9.78 <s, IH), 8.82 (s, IH), 8.76 (s, IH), 8.64 (s, IH), 8.18 (dd, IH), 
8.09 (d, IH), 7.56 (dd, IH), 7.6 (m, 3H), 7.15-7.05 (m, 2H), 4.79 (s, 2H), 

Example 59: 

F CI 
132 

Acid 49 (0.1 g, 0.3 mmol), was converted to the acid chloride by reaction with oxalyl 
chloride (0.1 mL, 0.8 nmiol) in dichloromethane (5 mL) and 1 drop of DMF (Aldrich, 
Sure Seal). The reaction was stirred at rt for 1 h. The solvent was removed in vacuo. The 
title compound was prepared by addition of the acid chloride to 6-amino-lH-imidazo[4,5- 
b]pyridine (0.04 g, 0.3 mmol; which can be prepared by the method of Brooks, W. and 
Day, A. R., J. Heterocyclic Chem., 1 969, 6(5), 759) and sodium bicarbonate (0.2 g, 2.2 
mmol) in acetone (10 mL) and water (1 mL) by general procedure VI. The product was 
isolated by chromatography on silica gel eluted with chlorofoim/methanol (9:1, v/v) in 
10% yield. MS (ES(+)): m+l/z 443. 'H NMR (CDCI3, 300 MHz) 5 9.66 (s, 1 H), 8.83 (s, 
IH), 8.66 (s, IH), 8.28 (s, IH), 7.58(dd, IH), 7.4(m, 3H), 7.15-7.05 (m, 2H),4.79 (s, 
2H). 
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Example 60; 



10 



20 




NO2 
133 

2-Hydroxy-5-nitrobenzophenone (1.09 g, 4.50 mmol, which can be prepared by the 
method of Hayashi, I. et.aL, BulLChem. See. Jpn., 1983, 56(8), 2432-7). 2-bn)ino-N- 
phenyl acetamide ( 1 .01 g, 4.74 mmol, which can be prepared by the method of Vlopn, W. 
etMl., med.Chem., 1987, 30, 20-24), and potassium carbonate (656 mg, 4.74 mmol) were 
added to DMF (20 mL). The reaction was stirred for 16 h at rt The reaction was poured 
onto ice water and a precipitate formed. The precipitate was filtered and rinsed with 
water. The product was purified by chromatography on silica gel using a Biotage flash 
chromatography system, eluting with hexane/ethyl acetate (3: 1) to obtain 1 g (2.66 mmol, 
59% yield). MS (ES(+)): m+l/z 377, MS (ES(-)): m-l/z 375. 'H NMR (CDCI3, 300 
MHz) 5 8.96 (s, IH), 8.46 (dd, IH). 8.36 (d. IH). 7.90 (d. 2H), 7.66 (m, 3H), 7.55 (m. 2H). 
15 734 (t,2H). 7.19 (d.lH). 7.13 (t,lH), 4.79 (s,2H). 



Example 61; 




134 

Compound 133 (50 mg, 133 mmol) and Raney-Nickel catalyst (Aldrich, 45 mg, 90% by 
weight) were added to ethanol (30 mL) and placed on a Parr hydrogenator at 50 psig 
hydrogen pressure. Additional catalyst (100 mg) was added at 1 h intervals. After 3 h. the 
catalyst was filtered and the solvents removed in vacuo. The product was purified by 
25 chromatography on silica gel eluted with chloroform/methanol (98:2) to obtain 38.6 mg 
(1 12 mmol, 84% yield). MS CES(+)): m+l/z 347. 'H NMR (CDCI3, 300 MHz) 5 9.06 (s, 
IH), 7.90 (d. 2H), 7.60 (m. 3H), 7.48 (m, 2H), 7.30 (t, 2H), 7.09 (t, IH), 6.90 (d, IH). 6.84 
(dd, IH), 6.74 (d, IH). 4.59 (s, 2H), 3.62 (br s. 2H). 
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Example 62; 



8 9^" 




StepA: 



O OCH3 




CI 

136 

2-Bromo-4-chloroanisole (24.4 g, 0.1 1 mol) was added dropwise to a stiired suspension of 
magnesiuna (2.7 g, 0.1 1 mol) in diethyl ether (150 mL) containing a ciystal of iodine. The 
mixture was heated to reflux for 2 h. A solution of 2^anopyridine (1 1.4 g, 0.1 1 mol) in 
diethyl ether (100 mL) was added dropwise and the resulting isuspension (yeUowish-tan 
precipitate formed) was refluxed for 2h, cooled to rt and poured into cold 2N HCl (300 
mL). The diethyl ether layer was sq)arated and discarded. The aqueous layer was made 
basic by addition of 50% aq NaOH and extracted with ether (4 x 300 mL). The combined 
ether extracts were washed with water, dried over sodium sulfete, and evaporated to give a 
brown solid. The product was purified by chromatography on siUca gel eluted with ethyl 
acetate/hexane (1:3) to give 10.9 g. in 40% yield. MS (ES*) m/z: 248.0 (M+1, 85%), 270 
(M+23, 45%); 'H NMR (CDCI3, 300 MHz) 5 8.64 (d, IH), 8.02 (d, IH), 7.85 (t, IH), 
7.41-7.47 (m, 3H), 6.91 (d, IH), 3.64 (s, 3H). 

Step B: 

l-(5-Chloro-2-methoxyphenyl)-l-(2-pyTidinyl) methanone (125 mg, 0.505 mmol) was 
dissolved in dichloromethane (5 mL) and chilled to -78»C in a dry ice/acetone bath. A 
nitrograi atmosphere was provided. Boron tribromide (IM in CHzCla, 2 mL, 2 mmol) was 
added dropwise and the flask warmed to rt overnight. Water (5 mL) was added dropwise, 
and the contents of the flask were washed once with water, once with brine, dried over 
sodium sulfate, and solvents removed in vacuo. The erode sample was dissolved in DMF 
(5 mL). 2-Bromo-N-phenyI acetamide (1 13 mg, 0.532 mmol, which can be prepared by 
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the method of Vloon, W. et.aL, J.Med.Chan., 1987, 30, 20-24) and potassium carbonate 
(73.5 mg, 0.532 mmol) wctb added. After 64 h the contents of the flask wae poured onto 
ice water (50 mL) and the precipitate was filtered. The product was purified by 
chromatography on silica gel using a Biotage flash chromatogr^hy system, eluting wifli 
hexane/ethyl acetate (3:1) to obtain 15.5 mg (42.3 mmol, 8.4% yield over two steps). MS 
(ES(+)): m+l/z 367. 'H NMR (CDCI3, 300 MHz) 5 9.38 (s, IH), 8.60 (d, IH), 8.20 (d, 
IH), 7.93 (td, IH), 7.60 (m, 3H), 7.47 (m. 2H). 7.33 (t. 2H), 7. 12 (t, IH), 6.94 (d, IH), 
4.63 (s, 2H). 

Example 63; 




CI 
137 

2-(2-Ben2oyM-chlorophenoxy)acetyl chloride (0.1 g, 0.32 mmol was dissolved in dry 
acetonitrile (2 mL). 2-PhenyIhydroxyIamine (which was prepared by the method outlined 
in Org. Syn. Col. Vol. I, p.445. 0.35g) was dissolved in ether and dried with MgS04. The 
mixture was filtered and the ether removed in vacuo. The residue was dissolved in 
acetonitrile (2 mL) and added to the acid chloride solution. The reaction was stirred at rt 
for 3 h. A precipitate formed and was fihered. The reaction solvent was removed in vacuo. 
The product was purified by chromatography on silica gel eluted with hexane/ethyl acetate 
(3:1, v/v). The product containing fiactions were combined and the solvents removed in 
vacuo to provide a 50% yield. MS (APCI(+)): m+Na/z 404. 'H NMR (CDCI3, 300 MHz) 5 
9.85 (s, IH), 7.85 .7.0(m, 13H), 4.95 (s, 2H). 

Example 64: 

CH3 



Step A: 
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CH3 

O2N, 

]l 

139 

4-(3-bromopropoxy)-2-methyl-l-iiitrobenzaie (8.0 g, 292 mmol, which can be prepared 
according to the method found in Patent; Wellcome Foundation; GB 982572; 1960; 
ChemAbstr.; EN; 63; 2928b; 1965), pynoUdine (92.5 mL, 29.2 mmol) and K2CO3 (5.0 g, 
35 mmol) were mixed together in DMF (30 mL) at rt for 16 h. The reaction mixture was 
filtered and the solvents were removed under reduced pressure to leave an oil and was 
dissovled in CH2CI2, washed with aqueous NaOH (IN), watw, dried and the solvoits wae 
rwnoved under reduced pressure. The product was purified by flash chromatography using 
95:5 dichlorometfaane/methanol as eluant to afford 139 as an orange oil (7.5 g, 97%). 'h 
NMR (CbClj, 300 MHz) 8 1.84 (m, 4H). 2.06 (ddd, 2H), 2.57 (m. 6H), 2.58 (s, 3H). 4.14 
(t, 2H), 6.84 (m, 3H), 8. 10 (d, IH). 

Step B: 

9H3 

H2N. 

11 .. 

140 

Into a stirred Pan- bottle were placed compound 139 (7.5 g, 28.4 mmol), Pd/C (0.75 g, 
10%), and EtOH (300 mL). The bottle was pressurized to 5 atm. with hydrogen gas and 
was allowed to stir at rt for 3 h. The mixture was then filtered through a pad of cehte and 
the solvents were removed under reduced pressure to give 140 as an orange oil (6.0 g, 
98%). 'HNMR (CDCJ3, 300 MHz) 5 1.84 (m, 4H), 1.98 (ddd, 2H). 2.19 (s, 3H), 2.42 (m, 
6H), 3.28 (br s, IH), 3.98 (t, 2H), 6.84 (m, 3H). 

Step C: 

Carboxylic acid 105 (1.0 g, 3.9 mmol), amine 140 (1.22 g, 3.9 mmol), HOBt (5.25 g, 3.9 
mmol), EDAC (0.9 g, 4.7 mmol), triethylamine (1 .3 mL, 3.9 mmol) and DMF (50 mL) 
were used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 dichloromethane/methanol as eluant to provide 138 as an 
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orange oil (0.84 g. 36%). 'H NMR (CDCI3. 300 MHz) 5 2.07 (s, 3H), 2.1 1 (m, 6H), 2 JO 
(ddd. 2H). 3.22 (iti, 4H), 4.01 (t, 2H). 4.63 (s. 2H). 6.65 (m. 2H). 7.01-7.55 (m, 6H), 7.79 
(dd, 2H), 7.98 (s, IH). 8. 1 3 (s. IH). 

S Example 65: 



10 



15 



20 



25 




Step A: 



141 



0,N 




4-(3-bn)mopropoxy)-2.inethy]-l -nitrobenzene, and morpholine (5.0 g, 18.2 mmol) were 
used in the same manner as to prepare compound 139. Compound 142 was obtained as an 
oil (5.1 g, 100%). 'H NMR (CDCI3, 300 MHz) 5 2.02 (ddd. 2H). 2.38 -2.56 (m, 6H). 2.64 
(s, 3H), 3.73 (m, 4H), 4. 11 (t, 2H), 6.81 (m, 2H). 8.09 (d, IH). 

Step B: 




143 

Compound 142 (5. 1 g, 1 8.2 mmol) was used in the same manner as that to prepare 
compound 140. Amine 143 was obtained as an oil (4.3 g, 95%). 'H NMR (CDCI3, 300 
MHz) 5 1.94 (ddd. 2H). 2.19 (s. 3H). 2.49-2.54 (m. 6H). 3.39 (br s. IH), 3.75 (m, 4H). 
3.96 (t, 2H). 6.64-6.70 (m. 3H). 

Step C: 

Carboxylic acid 105, amine 143, HOBt, EDAC. Iriethylamine, and DMF were used 
according to general procedure IV. The product was purified by flash chromatography 
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using 95:5 dichloromethane/methanol to afford 141 as an oil (1.3 g, 67%). 'h NMR 
(CDCI3, 300 MHz) 6 1.98 (ddd, 2H), 2.1 1 (s. 3H), 2.48-2.56 (m, 6H), 3.75 (m, 4H), 4.02 
(t, 2H), 4.68 (s, 2H), 6.6-7.37 (m, 9H), 7.86 (d, 2H), 8.1 1 (s. IH). 



Example 66; 





144 



Step A: 




'CH-. 



144 



4-(3-bromo-propoxy>2-methyl-l-nitro-benzene, and 1-methyIpiperazme (5.0 g, 18.2 
mmol) were used in the same manner as to prepare compound 139. Compound 144 was 
obtained as an oil (3.4 g, 63%). 'H NMR (CDCI3, 300 MHz) 5 1 .98 (ddd, 2H), 2.26 (s, 
3H), 2.38-2.60 (m, lOH), 2.65 (s, 3H), 4.1 1 (t. 2H), 6.80 (m, 2H), 8.10 (d, IH). 



StepB: 




CH3 



145 



Compound 144 (3.4 g, 12.5 mmol) was used in the same manner as that to prepare 
compound 140. Amine 145 was obtained as an oil (3.1 g, 95%). 'H NMR (CDCI3, 300 
MHz) 6 1.88 (ddd, 2H), 2.10 (s, 3H), 2.25 (s. 3H), 2.26-2.65 (m, lOH), 3.35 (br s, IH), 
3.89 (t, 2H), 6.50-6.70 (m. 3H). 



StepC: 
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Carboxylic acid 105, amine 145, HOBt, EDAC, triethylamine. and DMF were used 
according to general procedure IV. The product was purified by fla^ chromatogr^hy 
using 95:5 dichloromethane/methanol to afford 144 as an oil (0.95 g, 47%). 'h NMR 
(CpCh. 300 MHz) 6 1.92 (m, 2H), 2.05 (s, 3H), 2.29 (s, 3H), 2.40-2.70 (m, lOH), 3.39 (s, 
IH), 3.95 (t, 2H), 4.62 (s, 2H), 6.70 (s, 2H), 6.90 (d, IH), 6.72-7.60 (m, 5H), 7.81 (d, 2H), 
8.06 (s, IH). 

Example 67: 




a 

146 

Step A: 




147 

4-(3-bromo-propoxy)-2-methyH-nitro-ben2ene, and thiomorpholine-l -oxide (5.0 g, 18.2 
mmol, which can be prepared according to Nachtergaele, Willy A.; Anteunis, Marc J. O.; 
BulLSoc.Chim.Belg.; EN; 89; 7; 1980; 525-536) were used in the same manner as to 
prepare compound 139. Compound 147 was obtained as an oil (2.1 g, 37%). NMR 
(CDCI3, 300 MHz) 8 2.05 (ddd, 2H), 2.65 (s, 3HX 2.63 (t, 2H), 2.65-3.20 (m, 8H), 4.12 (t, 
2H), 6.82 (m, 2H). 8.10 (s, IH). 

Step B: 




148 



Compound 147 (2.1 g, 6.7 mmol) was used in the same manner as that to prepare 
compound 140. Amine 148 was obtained as an oil (2,1 g, 98%). 'H NMR (CDCI3, 300 
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MHz) 5 1.84 (ddd, 2H), 2.15 (s, 3H), 2.58 (t, 2H), 2.65-3.25 (m, 10H)3.84 (t, 2H), 6.28 
(m, 3H). 

Step C: 

Carboxylic add 105, amine 148, HOBt, EDAC, triethylamine, and DMF were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 dichloromethane/methanol to aflford 146 as an oil (0.7 g, 32%). 'H NMR 
(CDCb, 300 MHz) 5 1.95 (ddd, 2H), 2.71 (s, 3H), 2.63 (t, 2H), 2.65-3.20 (m ,8H), 4.00 (t, 
2H), 4.67 (s, 2H), 6.72 (s, 2H), 7.03 (d, 2H), 7.38-7.85 (m, 6H), 7.85 (m, 2H), 8.15 (s, 
IH). 

Example 68: 



Step A: 




150 



4-(3-bromo-propoxy)-2-methyM-nitro-benzene, and imidazole (5.0 g, 1 8.2 mmol) were 
used in the same manner as to prepare compound 139. Compound 150 was obtained as an 
oil (3.1 g, 61%). *H NMR (CDCI3, 300 MH2>5 2.35 (ddd, 2H), 2.66 (s, 3H), 3.64 (d, 2fl), 
4.00 (d, 2H), 6.8 (s, 2H), 6,95 (d, 2H), 7.1 1 (d, 2H), 7.53 (s, IH), 8.10 (d, IH). 
Step B: 




151 
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Compound 150 (3. 1 g) was used in the same manner as that to prepare compound 140. 
Amine 148 was obtained as an oil (0.71 g, 26%). *H NMR (CDCI3, 300 MHz) 6 1.27 (ddd, 
. 2H), 2.18 (s, 3H), 3.88 (t, 2H), 4.06 (br s, IH). 425 (t, 2H), 6.60 (m, 3H), 6.98 (d, 2H), 
7.13 (d. 2H), 7.13 (d, 2H), 7.82 (s, IH). 

Step C: 

Caiboxylic acid 105, amine 151, HOBt, EDAC, triethylaminei and DMF were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 dichloromethane/methanpl to afford 149 as an oil (1.1 g, 51%). NMR 
(CDQa, 300 MHz) 5 1.27 (ddd, 2 H), 2.1 8 (s, 3H), 3.80 (t, 2H), 4.18 (t, 2H), 4.63 (s, 2H), 
6.60-7.62 (m, 8H), 7.82 (d, 2H), 8.18 (s, IH). 

Example 69: 



Step A: 




I 



CH3 

153 



Step B: 




I 



CH3 

154 



StepC 
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CI 
155 



A mixture of 5-chloro-2-hydioxybenzophenone (25 g, 107.4 mmol), methyl 2- 
bromopropionate, K2CO3 (23.0 g, 161 mmol) and acetone (250 mL) were used according 
5 to general procedure H to afford 155 as a yellow oil (32.0 g, 94%). 'h NMR (CDCI3, 300 
MHz) 5 1.22 (d, 3H), 3.64 (s, 3H). 4.62 (q. IH), 6.78 (d, IH), 7.22-7.61 (m. 5H). 

StepD: 




CI 
156 



Ester 155 (11 g. 34.5 mmol), water (5 mL) and ethanol (1 50 mL) were used according to 
general procedure III, except that sodium hydroxide (5 mL of a 5N solution, 25 mmol) 
was used in place of lithium hydroxide. Acid 156 was obtained as a brown oil (4.5 g, 
43%). 'H NMR (CDCI3. 300 MHz) 6 1.65 (d, 3H). 4.96 (q, IH), 7.10-7.98 (m, 8H). 

Step E: 

Caiboxylic acid 156, amine 154 (0.68 g, 3.3 mmol), EDAC, HOBt and DMF were used 
according to general procedure IV to afford conq)ound 152 as an orange oil (1 .1 g, 61 %). 
'H NMR (CDCI3, 300 MHz) 5 1.6 (d, 3H), 1.95 (ddd, 2H), 2.05 (s, 3H), 2.26 (s. 6H), 2.45 
(t, 2H). 3.88 (t, 2H), 4.92 (q, IH), 6.64 (m, 9H), 7.84 (d, 2H), 8.22 (s, IH). 

Example 70: 
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CI 

157 

Step A: 

F 




o 



CI 
158 



A mixture of 5-chIoro-2-hydroxybaizophenone (6.3 g, 27 mmol), ethyl 
bromofluoroacetate, K2C63 (4.5 g, 32 mmol) and DMF (50 mL) were combined and the 
reaction mixtm^ was aUowed to stir at 80 ""C for 24 h. The mixture was then filtered, and 
poured into a sq>aratory funnel containing ethyl acetate and water. The organic layer was 
coUected, washed with water, brine, dried over MgS04, filtered and the solvents were 
removed under reduced pressure to afford 158 as an oil (7.0 g, 77%). NMR (CDCI3, 
300 MHz) 6 1.22 (t, 3H), 4.17 (q, 2H), 5.66 (d, IH), 5.87 (d, IH), 7.19-8.82 (m, 8H). 

Step B: 

F 




CI 
159 



Ester 158, water, and ethanol (150 mL) were used according to general procedure DI, 
except that sodium hydroxide (5 mL of a 5N aqueous solution) was used in place of 
lithium hydroxide. The solvents were removed under reduced pressure to afford 159 as 
white crystals (5.4 g, 84%). NMR (CDCI3, 300 MHz) 5 5.85 (d. IH), 6.05 (d, IH), 7.89 
(m, 8H). 
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Step C: 

Carboxylic acid 159, amine 140, EDAC, HOBt and DMF were used according to general 
5 procedure IV to afford 157 as a yellow foam (0.28 g, 1 7%). NMR (CDCI3, 300 MHz) 6 
L92 (m, 4H), 2.08 (ddd, 2H), 2.22 (s. 3H). 2.62-2.85 (m, 6H), 4.03 (t, 2H), 5.96 (d, IH), 
6.16 (d, IH), 6.73 (br s, 2H), 7.30-7.85 (m, 7H), 7.85 (m, 7H), 8.2 (s, IH). 

Example 71 : 




N(CH3)2 



CI 

160 

Step A: 

H 

161 

Into a round-bottom flask were placed 2-mercapto-5-nitrobenzinudazoie (2.0 g, 10.2 
mmol), K2CO3 (2.8 g, 20.4 mmol) and 3-(N,N-dimethylainino)-l^oropropane 
hydrochloride (1.6 g, 10.2 mmol) and DMF (50 mL). The resulting mixture was aUowed 
to stir at rt for 24 h, after which time the DMF was removed under reduced pressure to 
afford a brown oil. The product was purified by flash chromatography using 9:1 
dichloromethane/methanol as eluant to afford 161 (1.5 g, 54%). 'HNMR (CDQa, 300 
MHz) 6 2.12 (ddd. 2H), 2.24 (s. 6H), 3.68 (t. 2H), 3.28 (t, 2H). 5.28 (s. IH), 7.24 (dd, IH). 
8.18(dd. lH).8.28(s. IH). 
StepB: 



H 



N(CH3)2 
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162 

Into a stirred Parr bottle were placed compound 161 (1 .50 g, 5.36 mmol), Pd/C (0.15 g, 
10% w/w), and ethanol (300 mL). The bottle was pressurized to 5 atm. with hydrogen gas 
and the mixture was allowed to stir at rt for 3 h. The mixture was then filtered through a 
pad of celite and tiie solvents were removed under reduced pressure to afford 162 as an 
orange oil (0.80 g, 58%). 'H NMR (CDCI3, 300 MHz) 5 1.91 (ddd. 2H), 2.27 (s. 6H), 3.18 
(t, 2H), 3.47 (br s, 2H), 3.68 (br s. 2H), 6.54 (dd. IH), 6.71 (s, IH), 7.26 (dd, IH). 8.27 (s, 
IH). 



StepC: 

Caiboxylic acid 105, amine 162, EDAC, HOBt, and DMF were used according to general 
procedure IV. The product was purified by flash chromatography using 95:5 
dichloromethane/methanol as eluant to afford 160 as white ciystals (0.24 g, 14%). 'h 
NMR (CDCI3, 300 MHz) 6 2.05 (ddd, 2H). 2.48 (s. 6H). 2.96 (t. 2H). 3.20 (br s. 2H), 4.62 
(s, 2H), 5.22 (s, IH), 6.86-8.20 (ra, 1 IH), 9.00 (s, IH). 

Example 72: 

H 




163 

Carboxylic acid 105, 5-aminoben2imidazole, HOBt, EDAC and DMF were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 dichlorometiiane/methanol to afford 163 as white crystals (0.28 g, 35%). 'H 
NMR (CDCI3. 300 MHz) 5 4.66 (s, 2H). 6.97-8.16 (m, 1 IH). 9.1 1 (s, IH). lO.I (br s, IH). 

Example 73; 
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H 




164 



Carboxylic acid 1 05, 5-aminoindole, HOBt. EDAC, and DMF were used according to 
general procedure IV, The product was pmified by flash chromatography using 95:5 
dichloromethane/methanol to afford 164 as white crystals (0.25 g, 32%). 'H NMR (CDCI3, 
300 MHz) & 4.71.(s, 2H), 6.58 (s, IH), 7,06-8.72 (m, 14H). 

Example 74: 




165 

CarboxyHc acid 105, S-aminobenzimidazolone, HOBt, EDAC, and DMF were used 
according to general procedure IV. The product was purified by flash chromatography 
using 95:5 dichloromethane/methanol to afford 165 as white crystals (0.44 g, 27%). ^H 
NMR (CDCI3, 300 MHz) 5 4.71 (s, 2H), 6.83-7.86 (m, 1 IH), 9.62 (s, IH), 10.55 (s, IH), 
10.59 (s,lH). 

Example 75: 

H 




166 

Carboxyhc acid 105, 5-aminobenztriazole, HOBt, EDAC, and DMF were used according 
to general procedure IV. The product was purified by flash chromatognq>hy using 95:5 
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dichloTomethane/methanoI to afford 166 as white crystals (0.75 g, 91%). 'h NMR (CDCI3, 
300 MHz) 6 4.79 (s. IK), 7.06-8.61 (m, 1 IH), 9.81 (s, IH), 12.60 (br s, IH). 



10 



Example 76: 




167 

CarboxyUc acid 105, Nl-[2Kdiethylamino)ethyI]-4-aininobenzamide, HOBt, EDAC, and 
DMF were used according to general procedure IV. The product was purified by flash 
chromatography using 95:5 dichloromethane/methanol to afford 167 as white crystals 
(0.12 g, 12%). NMR (CDCI3, 300 MHz) 5 1.21 (t, 6H), 2.83 (q, 4H), 2.90 (dd, 2H), 
3.66 (dd, 2H), 4.73 (s, 2H), 7.04-7.95 (m, 13H), 9.43 (s, IH). 



15 



20 



Example 77 




168 



Carboxylic acid 105, 4.aminobenzamidei HOBt, EDAC, and DMF were used according to 
general procedure IV. The product was purified by flash chromatography using 95:5 
dichloromethane/methanol to afford 168 as white crystals (0.13 g, 13%). 'h NMR (CDCI3, 
300 MHz) 5 4.75 (s, 2H), 5.34 (s, 2H), 7.06-7.97 (m, 12H), 9.53 (s, IH). 



Example 78: 
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CI 

169 

Carboxylic acid 112 (0.15 g, 0.51 mmol), amine 399 (0.1 1 g,0.51 mmol), HOBt (0.7 g, 
0.51 mmol), EDAC (0.98 g, 0.51 mmol), EtjN (0.14 mL, 0.10 g, 1.0 mmol) and anhydro 
DMF (7 mL) were used according to general procedure IV. Treatment of the resulting 
yellow oil with diethyl ether provided 169 (0.052 g, 20 %) as a yellow solid: 'H NMR 
(400 MHz. DMSO-dft) 6 8.99 (s, IH), 8.08 (d. J= 4.8 Hz. IH), 7.63 (d, J= 3.2 Hz, IH), 
7.58 (d, J= 9.2 Hz, IH), 7.50 (s. IH), 7.20 (m, 3H), 6.84 (s, IH), 6.78 (d, J= 8 Hz, IH), 
4.75 (s, 2H), 3.70 (m, 2H), 3.54 (m, 2H), 2.87 (m, 2H), 2.64 (m, 2H), 2.02 (s, 3H). 

Example 79: 




CI 

170 

Step A: 




CI 
171 



Phenol 21 (1.5 g, 6.4 mmol), K2CO3 (4.4 g, 32.2 mmol), ethyl bromoacetate 
(0.79 mL, 1.18 g, 7.1 mmol) and acetone (150 mL) were used according to general 

procedure II to provide 171 as an oil (4.0 g, >100%). The product was used in the next 
step without any fiirther purification. *H NMR (400 MHz, CDCI3) 5 8.97 (d, J= 1.6 Hz, 
IH), 8.75 (d, J= 4 Hz, IH), 8.18 (d, J= 7.6 Hz, IH), 7.43 (m, 3H), 6.78 (d, J= 8.8 Hz, IH), 
4.50 (s, 2H), 4.17 (m, 2H), 1.20 (m, 3H). 
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Step B: 




CI 
172 

Ester 171 (4.0 g. 12.5 mmol), THF (25 mL), water (12 mL). EtOH (12 mL) and LiOH 
(1.32 g, 3 1 .5 mmol) weat; used according to general procedure HI. Treatmait of the 
resulting yeUow gel with ether provided 1 72 (1 .09 g. 29%) as a pale yeUow solid. The 
product was used in the next reaction without any fintho- purification, 'h NMR (400 
MHz, DMSO-d«) 8 8.85 (d, J= 2 Hz. IH), 8.75 (d, J= 4.8 Hz, IH), 8.10 (d, J= 8 Hz, IH), 
7.56 (m, 2H), 7.47 (d, J= 2.8 Hz, IH), 7.10 (d, J= 8.8 Hz, IH). 4.82 (s. 2H). 

Step C: 

Carboxylic acid 172 (0.10 g, 0.34 mmol), amine 399 (0.076 g, 0.34 mmol), HOBt (0.046 
g, 0.34 mmol), EDAC (0.19 g, 0.34 mmol), Et^N (0.1 mL, 0.68 mmol) and anhydrous 
DMF (5 mL) were used according to general procedure IV. Treatment of resulting oil 
with diethyl ether provided 170 (0.036 g, 21 %) as a pale yellow solid: 'H NMR (400 
MHz, DMSO-dfi) 5 8.99 (s. IH), 8.88 (s, IH), 8.75 (s, IH). 8.10 (d. J= 7.6 Hz. IH). 7.63 
(d, J= 8.8 Hz. IH), 7.49 (m. 2H), 7.20 (d, J= 8.8 Hz, IH). 7.05 (d, J= 8.8 Hz, IH), 6.81 (s. 
IH), 6.75 (d, J= 8.8 Hz, IH), 4.67 (s, 2H), 3.69 (m, 2H), 3.51 (m. 2H). 2.86 (m, 2H). 2.63 
(m.2H). 1.96 (5, 3H). 

Example 80; 

H 




a 

173 

CaAoxylic acid 172 (0.10 g. 0.34 mmol), 5-aminoindazole (0.045 g, 0.34 mmol). HOBt 
(0.046 g. 0.34 mmol), EDAC (0.19 g, 0.34 mmol). EtjN (0.1 mL. 0.68 mmol) and 
anhydrous DMF (5 mL) were used according to general procedure IV. Treatment of 



wo 01/17982 



PCT/EPOO/08487 



151 



resulting oil with diethyl ether provided 1 73 (0.067 g, 49%) as a brown sohd: 'H NMR 
(400 MHz, DMS0-d6) 5 12.97 (s, IH). 9.82 (s, IH), 8.91 (d, J= 2 Hz, IH). 8.71 (in, IH). 
8.14 (d, J= 8 Hz, IH). 7.99 (s. 2H). 7.61 (dd. J= 2.4, 8.8 Hz, IH), 7.50 (m, 2H), 7.44 (d, J= 
8.8 Hz. IH), 7.29 (d, J= 9 Hz, IH), 7.19 (d. J= 9 Hz, IH). 4.70 (s, 2H). MS (ES): 407 
5 (M^. 



Example 81; 



IS 



25 




10 174 

CarboxyUc acid 119 (0.15 g, 0.51 mmol), amine 399 (0.1 1 g, 0.51 mmol), HOBt (0.07 g, 

0.51 mmol), EDAC (0.1 & 0.51 mmol), EtjN (0.14 mL, 0.10 g, 1.0 mmol) and anhydrous 
DMF (5 mL) w»e used according to general procedure IV. The product was purified by 
flash chromatography using 2% MeOH:CH2Cl2 as eluant to provide a yellow oil. 
Treatment of the oil with diethyl ether provided 174 (0.065 g, 26%) as a pale yellow solid: 
'H NMR (400 MHz, DMSO-d^) 6 9.61 (s, IH). 8.26 (s. IH), 7.62 (m, IH). 7.58 (m. 2H). 
7.45 (m, 3H), 7.16 (d, J= 9 Hz, IH). 6.93 (m, 2H). 4.70 (s, 2H), 3.66 (m. 2H), 3.50 (m, 
2H). 2.87 (m. 2H), 2.66 (m, 2H). MS (ES): 489 (IwT). 

20 Example 82: 




175 

Carboxylic acid 119 (0.15 g. 0.51 mmol). amine 399 (O.I 1 g, 0.51 mmol), HOBt (0.07 g, 
0.51 mmol), EDAC (0.1 g, 0.51 mmol). EtjN (0.14 mL, 0.10 g, 1.0 mmol) and anhydrous 
DMF (5 mL) were used according to general procedure IV. The product was purified by 
flash chromatography using 2% MeOH:CH2a2 as eluant to provide a yellow oil. 
Treatment of the oil with diethyl ether provided 175 (0.046 g, 18%) as a pale yellow solid: 
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'H NMR (400 MHz. DMSO-dfi) 5 8.94 (s. IH), 8.24 (s. IH), 7.58 (m, 2H). 7.49 (s, IH), 
7.42 ( s, IH). 7.18 (m, 2H), 6.78 (m, 2H). 4.73 (s, 2H), 3.69 (m, 2H). 3.54 (m, 2H), 2.87 
(m, 2H), 2.65 (m, 2H), 2.01 (s. 3H). MS (ES): 503 (M^. 

Example 83; 



Step A: 




177 

In a round bottom flask equipped with a stir bar, an addition funnel and nitrogen on 
demand, were placed 1-benzylimidazole (2.0 g, 12.6 mmol) and anhydrous THF (50 mL) 
and cooled to -78 ""C by means of a dry ice/ acetone bath. n-Butyllitium (8.8 mL of a 1.6 
M soln. in hexanes, 13.7 mmol) was added dropwise and the reaction was allowed to stir 
for 15-20 min at -78 Anhydrous N,N-dimethylformamide (1.3 mL, 0.0013 mmol) was 
added dropwise and reaction was allowed to stir for an additional 45 min at -78 ''C. When 
judged to be complete, the reaction was quenched by dropwise addition of water and 
extracted with EtOAc. The organics were dried over Na2S04, filtered and concentrated 
under reduced pressure to provide 177 (2.1 g, 88 %) as a white solid; NMR (400 MHz, 
DMSO^) 5 9:68 (s, IH), 7.73 (s, IH), 7.30 (m, 4H), 7.16 (d, J= 7 Hz, 2H), 5.57 (s, 2H). 



StepB 
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OH OCH3 



10 



15 




a 

u 

178 

In a round bottom flask equipped with a stir bar, an addition fimnel and nitrogen on 
demand, were placed 2-bromo-4-chloroanisole (1.5 mL, 2.4 g, 1 1.4 mmol) and diethyl 
ether (1 7 mL) and cooled to -78 "C by means of a diy ice/ acetone bath. n-Butyllithium 
(7.8 mL of a 1.6 M sohi. in hexanes, 12.5 mmol) was added in a dropwise manner via 
addition fimnel and the reaction was allowed to stir for 30 min at -78 "C, after which time 
the reaction was quenched by dropwise addition of water and extracted with EtOAc. The 
oiganics were collected, dried over Na2S04, filtered and concentrated under reduced 
pressure to provide 178 (1.5 g, 42 %) as a white solid: 'H NMR (300 MHz. CDCI3) 6 7.27 
(m, 4H), 7.16 (m. IH), 7.00 (m, 3H), 6.83 (d, J= 2.4 Hz, IH), 6.71 (dd, J= 3, 9 Hz, IH), 
6.1 1 (d, J= 2.4 Hz, IH), 5.07 (m, 2H), 4.49 (bs, IH), 3.73 (s. 3H). 



Step C: 



OCH. 




%J 
179 

In a round bottom flask equipped with a stir bar and nitrogen on demand was placed 
alcohol 1 78 (1 .5 g, 4.6 nrunol), CH2CI2 (55 mL) and MnOi (4.0 g, 46 mmol). The reaction 
was allowed to stir at RT for 30 min, after which time, the reaction was filtered through a 
20 pad of celite and the filtrate was concentrated under reduced pressure to provide 1 79 ( 1 .5 
g, >99 %) as a clear gel: 'H NMR (400 MHz, CDCI3) 5 7.43 (d, J= 4 Hz, IH), 7.37 (m, 
4H). 7.32 (m. 3H), 7.1 1 (s, IH), 6.91 (d. J= 12 Hz. IH), 5.71 (s, 2H), 3.75 (s, 3H). 

Step D: 
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O OH 




180 

Anisole 179 (1.5 g. 4.6 mmol), CH2CI2 (3Q mL) and BBra (12 mL of a 1.0 M soln. in 

* 

CH2CI2, 1 1 .5 mmol) were used according to general procedure DC. The resulting brown 
oil was filtered through a pad of silica gel using CH2CI2 as eluant and the solvents were 
rmioved under reduced pressure to provide 180 (0.9 g, 64%) as a yeUow solid: NMR 
(400 MHz, CDCI3) 5 8.48 (s, IH), 7.34 (m, 9H), 6.96 (d, J= 9 Hz, IH), 5.65 (s, 2H). 



Step E: 

In a round bottom flask equipped with a stir bar, reflux condenser and nitrogen on demand 
were added the phenol 180 (0.1 g, 0.32 mmol), acetone (7 mL), K2CO3 (0.22 g, 1.6 mmol) 
and 2'-chloroacetanilide (0.058 g, 0.34 mmol). The reaction was allowed to stir at reflux 
for 18-24 h, after which it was poured into a separatory funnel containing water and ethyl 
acetate. The organics wore collected, dried over Na2S04, filtered and concentrated under 
reduced pressure. The resulting product was purified by flash chromatography using 3:1 
hexanes/ethyl acetate to 1 :3 hexanes/ethyl acetate as a solvent gradient to provide 176 
(0.077 g, 54 %) as a white solid: 'H NMR (300 MHz, CDCI3) 5 10.17 (s, IH), 7.70 (m, 
3H), 7.39 (m, 1 IH), 6.94 (d, J= 9 Hz, IH), 5.79 (s, 2H), 4.71 (s, 2H). MS(ES): 445(IvO, 
446 (M+H)* 

Example 84: 

H 




Step A 
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CI 

182 



5-Chloro-a-anisic acid (7.5 g, 40.2 mmol), CH2CI2 (75 mL), oxalyl chloride (3.7 mL, 5.3 
g, 42.2 mmol), and N,N-dimethylformamide (4-5 drops) were used according to general 
procedure V to afford 182 (8.0 g, 97%) as a yellow oil. The product was used m the next 
step without further purification or characterization. 

Step B: 




CI 

183 



Acid chloride 182 (8.0 g, 39 mmol), N,0-dimethylhydroxylamine hydrochloride (7.6 g, 
78.0 mmol), CHCI3 (100 mL), and triethylamine (27 mL, 19.7 g, 195 mmol) were used 
according to general procedure VII. The resulting coloriess oil was treated with diethyl 
ether to provide 183 (6.0 g, 67 %) as a white solid. The product was used in the next step 
without further purification. *H NMR (400 MHz, DMS0-d6) 6 7.40 (d, J= 8.4 Hz, IH), 
7.27 (d, J= 2.4 Hz, IH), 3.75 (s, 3H), 3.42 (bs, 3H), 3.19 (bs, 3H). MS (ES): 229(M^. 

Step C: 




CI 

184 



In a round bottom flask equipped with a stir bar , an addition funnel and nitrogen on 
demand, 1-methylimidazole (2.0 g, 24.4 mmol) was dissolved in diethyl ether (50 mL) and 
cooled to -78 ""C by means of a dry ice/ acetone bath. N-Butyllithium (15 mL of a 1 .6 M 
soln. in hexanes, 24.4 mmol) was added dropwise and the reaction was allowed to stir for 
30 min at -78 **C. Amide 183 (5. 1 g, 22.2 mmol) was added as a solid maintaining 
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reaction temp at -78 ""C. When judged to be complete, the reaction was quenched by 
dropwise addition of water and extracted with EtOAc. The organics were collected, dried 
over Na2S04, filtered and concentrated under reduced pressure. The resulting product was 
purified by flash chromatography using 1:1 hexanes/ethyl acetate to provide 184 (3.3 g, 55 
%): NMR (300 MHz, DMSO^) 5 7.60 (s, IH), 7.53 (dd, J- 3, 9 Hz, IH), 7.42 (d, J= 
3 Hz, IH), 7.17 (m, IH), 7.13 (s, IH), 4.03 (s, 3H). 3.73 (s, 3H). 
Step D: 



O OH 




CI 

185 



Anisole 184 (3.3 g, 13.2 mmol), CH2CI2 (60 mL), and BBr3 (53 mL of a 1.0 M sohi. in 
CH2CI2, 53 mmol) were used according to general procedure DC to provide 185 (2.0 g, 
69%) as a yellow solid. The product was used in the next step without fiirther purification. 
'H NMR (300 MHz, DMSO-d^) 6 7.90 (s, IH), 7.83 (d, J= 2 Hz, IH), 7.62 (s, IH), 7.56 
(dd, J= 3, 9 Hz, IH), 7.04 (d, J= 9 Hz, IH), 4.03 (s, 3H). 

Step E: 

In a round bottom flask equipped with a stir bar, reflux condenser, and nitrogen on 
demand were added the phenol 185 (0.1 5 g, 0.67 mmol), acetone (5 mL), K2CO3 (0.46 g, 
3.3 nrniol), and the amide 142 (0.12 g, 0.70 mmol). The reaction was allowed to stir at 
reflux for 1 8-24 h, after which time the reaction was poured into a separatory funnel 
containing water and ethyl acetate. The organics were collected, dried over Na2S04, 
filtered and concentrated under reduced pressure. The product was purified by flash 
chromatography using 3:1 hexanes/EtOAc to 1 :3 hexanes/EtOAc as a solvent gradient to 
provide 181 (0.065 g, 25 %) as a white solid: *H NMR (400 MHz, DMSO^U) 5 10.06 (s, 
IH), 7.55 (m, 5H), 7.29 (t, J= 8 Hz. 2H), 7.10 (m, 3H), 4.74 (s, 2H), 4.02 (s, 3H). 



Example 85 
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Step A: 



186 



OH OCH3 




187 

In a round bottom flask equipped with a stir bar, an addition fiinnel and nitrogen on 
demand was added 2-bromo-4-chloroanisole (9.8 mL, 15.7 g, 71.3 mmol) and anhydrous 
THF (120 mL) and the reaction was cooled to -78 ^^C by means of a dry ice/ acetone bath. 
N-Butyllitium (45 mL of a 1.6 M sobi. in hexanes, 72 mmol) was added dropwise and the 
reaction was allowed to stir for 30 min at -78 **C. 4-Bromo-2-thiophenecarboxaldehyde 
(15 g, 79 mmol) was added and the reaction temperature was maintained at -78 °C. When 
judged to be complete, the reaction was quenched by dropwise addition of water and 
extracted with ethyl acetate. The organics were collected, dried over Na2S04, filtered and 
concoitrated under reduced pressure to provide 187 (1 6.3 g, 62%). The product was used 
in the next step without further purification or characterization. 



Step B: 



OCH- 




In a round bottom flask equipped with a stir bar and nitrogen on demand were placed the 
alcohol 187 (16.3 g, 49 mmol), CH2CI2 (200 mL), and MnOj (21.1 g, 240 mmol). The 
reaction was allowed to stir at RT for 1 8-24h, after which time the mixture was filtered 
through a pad of celite and the solvents were removed under reduced pressure to provide 
188 (2.3 g, 14 %) as an orange oil. The product was used in the next step without further 
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purification. *H NMR (400 MHz, DMSO-da) 5 8.19 (s, IH), 7.55 (m, IH), 7.45 (m. 2H), 
7.19 (d, J= 9 Hz, IH), 3.72 (s, 3H). 

Step C: 

O OH 



Br 

a 

189 

Anisole 188 (23 g, 7.0 mmol), CH2CI2 (100 mL), and BBrj (21 mL of a 1.0 M soln. in 
CH2CI2, 21 mmol) were used according to graeral procedure to provide 189 (2.1 g, 94%) 
as a yellow solid. The product was used without further purification in the next step. *H 
NMR (300 MHz, DMSO-de) 8 10.45 (s, IH), 8.24 (s, IH), 7.57 (d, J= 1.2 Hz, IH), 7.46 
(m, 2H), 7.02 (d, J= 9 Hz, IH). 

StepD: 




In a round bottom flask equipped with a stir bar and nitrogen on demand was added the 
phmol 189 (2.1 g, 6.6 mmol), N-methylpyrolhdinone (100 mL), and CuCN (1.2 g, 13.2 
mmol) and the reaction was heated to reflux for 2-5h. When judged to be complete, the 
reaction was poured into a sq)aratory fuimel containing ethyl acetate and water. The 
organics were collected, treated with activated carbon, dried over Na2S04, filtered through 
a pad of celite and the solvents were removed under reduced pressure. The resulting 
brown oil was purified by flash chromatography using 5% MeOH/CH2Cl2 as eluant to 
provide 190 (0.5 g, 29 %) as a yellow solid: 'H NMR (400 MHz. CDCI3) 6 1 1.17 (s, IH), 
8.26 (s, IH), 7.85 (s, IH), 7.79 (s, IH), 7.51 (d, J= 9 Hz, IH), 7.05 (d, J= 9 Hz, IH). 




StepE 
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NC 

CI 
191 

Phenol 190 (0.5 g, 1.9 inmol), K2CO3 (0.66 g, 4.7 mmol), ethyl bromdacctate 
(0.2 mL, 0.32 g, 1 .9 mmol) and acetone (20 mL) were used according to general procedure 
n to provide 191 as a clear oil (0.7 g, >100%). The product was used in the next step 
without further purification. 'H NMR (300 MHz, DMSO-dfi) 5 9.00 (s. IH), 8.09 (s, IH), 
7.62 (dd, J= 3, 9 Hz, IH). 7.54 (d, J= 3 Hz. IH). 7.17 (d, J= 9 Hz. IH), 4.81 (s, 2H). 4.07 
(m, 2H), 1.21 (m. 3H). 



Step F: 




192 

Ester 191 (0.7 g, 2 mmol), THF (10 mL), water (5 mL). EtOH (5 mL) and LiOH (0.2 g, 5 
mmol) were used according to general procedure m to provide 192 (0.5 g, 80 %) as an 
orange gel. The product was used in the next step without further purification or 
characterization. 

Step G: 

Carboxylic acid 192 (0.16 g. 0.49 mmol), amine 399 (0.13 g. 0.34 mmol). HOBt (0.079 g, 
0.34 mmol), ED AC (0. 14 g, 0.34 mmol) and anhydrous DMF (7 mL) were used according 
to general procedure IV. Treatment of resulting product with diethyl ether provided 186 
(0.052 g, 21 %) as a pale yellow solid: 'H NMR (400 MHz, DMSO-d«) 6 9.1 1 (s, IH), 
8.94 (s, IH), 8.12 (s, IH). 7.62 (d, J= 9 Hz. IH). 7.53 (d. J= 2.4 Hz. IH). 7.20 (d, J= 9 Hz. 
IH). 7.14 (d, J= 9 Hz, IH), 6.84 (s, IH), 6.77 (d, J= 8 Hz, IH). 4.77 (s, 2H), 3.70 (m, 2H), 
3.52 (m, 2H), 2.87 (m, 2H), 2.63 (m, 2H), 2.03 (s, 3H). MS(ES): 528 (M*). 
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Example 86; 




SO2NH2 



In a round bottom flask equipped with a stir bar and nitrogen on demand was added the 
acid 192 (0.36 g, 1 .1 mmol), CH2CI2 (20 mL) and oxalyl chloride (0.1 mL, 0.14 g, 1.1 
niunol). The mixture was cooled to 0 X and NJ^-dimethylfoimamide (1-2 drops) was 
added. The reaction was allowed to waim to it over a period of 30-60 min, after which 
time the mixhire was concentrated under reduced pressure to affoid the acid chloride. The 
acid chloride, acetonitrile (20 mL). triethylamine (0.4 mL, 0.29 g, 2.9 mmol) and the 
sulfonamide (0.26 g, 1.4 mmol) watt combined and allowed to stir at RT for 1 8-24 h. 
When judged to be complete, the reaction was poured into a separatory funnel containing 
water and ethyl acetate. The organics were coUected, dried over Na2S04, filtered and the 
solvents were removed under reduced pressure. The resulting gel was treated with diethyl 
ether to provide 193 (0. 1 1 g, 20%) as a pale yellow solid. 'H NMR (400 MHz. DMSO-ds) 
6 9.45 (s. IH). 8.95 (s. IH). 8.11 (s, IH), 7.61 (m. 6H). 7.23 (s. 2H). 4.87 (s. 2H). 2.23 (s. 
3H). 



Example 87; 



Sl;ep A; 



o 





OH OCH3 




195 
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In a round bottom flask equipped with a stir bar, an addition iunnel and nitrogen on 
demand was added 2-bromo-4-chloioamsole (9.8 mL, 15.7 g, 71.3 mmol) and diethyl 
ether (250 mL). The reaction was cooled to -78 by means of a dry ice/acetone bath, and 
n-butyllitium (45 mL of a 1 .6 M soln. in hexanes, 72 mmol) was added dropwise, the 
reaction was allowed to stir for 30 min at -78 ^C, after which 5-bromo-2- 
thiophenecarboxaldehyde (15 g. 79 mmol) was added. When judged to be complete, the 
reaction was quenched by dropwise addition of water and extracted with ethyl acetate. 
The organics were collected, washed with brine, dried over Na2S04, filtered and 
concentrated under reduced pressure to provide 195 (20 g, 77%). The product was used in 
the next step without furth^ purification orcharacterization. 

Step B: 




CI 

196 



To a round bottom flask equipped with a stir bar and nitrogen on demand was added the 
alcohol 195 (20 g, 60 mmol), CH2CI2 (300 mL), and Mn02 (15.6 g, 180 mmol). The 
reaction was allowed to stir at RT for 90 mm, after which time it was filtered through a 
pad of celite and the filtrate was concentrated under reduced pressure to provide 196 (1 5.3 
g, 77 %) as a pale yellow oil. The product was used in the next step without fiirther 
purification. *H NMR (400 MHz, DMSO-de) 5 7.55 (m, IH), 7.42 (s, IH), 7.33 (t, J= 3, 9 
Hz, IH), 7.26 (t, J= 3 Hz, IH), 7.17 (m, IH), 3.72 (s, 3H). . 

Step C: 



O OH 




CI 

197 



Anisole 196 (8.2 g, 25 mmol), CH2a2 (175 mL), and BBrj (74 mL of a 1 .0 M soln. in 
CH2CI2, 74 mmol) were used according to general procedwe LX to provide 197 (6.8 g, 
87%). The product was used in the next step without further purification. 'H NMR (400 
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MHz, DMSOkU) 6 10.35 (s, IH), 7.39 (dd, J== 2.4. 6 Hz. IH). 7.35 (m. 4H), 6.94 (dd. J= 
3,9Hz. IH). 



StepD: 



O OH 




a 

198 

In a round bottom flask equipped with a stir bar and nitrogen on demand was added the 
phenol 197 (8.5 g, 27 mmo\), N-methylpyrrolidinone (350 mL), and copper (I) cyanide 
(4.8 g, 54 mmol) and the reaction mixture was heated to reflux for 2-5h. When judged to 
be complete, the reaction was allowed to cool to it and poured into a beaker containing 
ethyl acetate and water. The organics were collected, treated with activated carbon, dried 
over Na2S04, filtered through a pad of celite and the solvents were removed under reduced 
pressure. The resulting brown oil was purified by flash chromatography using 5% 
MeOH/CHzCb as eluant to provide 198 (6.8 g, 21 %) as a yellow solid: 'H NMR (300 
MHz, DMS0-d6) 5 10.57 (s, IH), 8.04 (t, J= 2 Hz. IH). 7.68 (m, IH). 7.48 (m, 2H). 7.03 
(d, J =8.4 Hz, IH). MS (ES): 262 (M-H)*. 

Step E: 




199 

Phenol 198 (1.5 g, 5.7 mmol). K2CO3 (3.9 g, 29 mmol), ethyl bromoacetate 
(0.7 mL, 1.1 g, 6.3 mmol) and acetone (125 mL) were used according to general procedure 
n to provide 199 as a clear oil (2.0 g, >100%). The product was used in the next step 
without fiirther purification or characterization. 

Step F: 
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200 

Ester 199 (2:0 g, 5.7 mmol), THF (20 mL), water (10 mL), EtOH (10 mL) and LiOH (LO 
g, 22.8 mmol) were used according to general procedure III to provide 200(0.42 g, 23 %) 
as an orange geL The product was used in the next stq> without further purification or 
characterization. 

Step G: 

Carboxylic acid 200 (0.42 g, 1 .3 mmol), amine 399 (0.36 g, 1 .6 mmol), HOBt (0.22 g, 1 .6 
mmol), EDAC (0.38 g, 2.0 mmol) and anhydrous DMF (7 mL) were used according to 
general procedure IV. The resulting brown oil was purified by flash chromatography 
using 2 % MeOH/CH2Cl2 as eluant. Treatment of the resulting product with diethyl ether 
provided 194 (0.071 g, 10 %) as a white solid: 'H NMR (300 MHz, DMSO-de) 5 9.08 (s, 
IH). 7.83 (d, J= 4.5 Hz, IH). 7.69 (m, 2H), 7.61 (s, IH), 7.27 (d, J= 9 Hz. IH). 7.18 (d. J= 
9 Hz. IH). 6.90 (s, IH), 6.83 (d, J= 8.4 Hz. IH), 4.80 (s, 2H). 3.76 (m, 2H). 3.58 (m. 2H). 
2.93 (m, 2H), 2.71 (m, 2H), 2.07 (s, 3 H). 

Example 88; 




SQzNHz 



CI 

201 

Step A: 

O 




202 
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S-Bromonicotinic acid (S.Og, 0.025 mol), oxalyl chloride (2.4 mL. 3.5g, 0.027 mol). 
methylene chloride (125 mL), and N,N-dimethylfonnamide (2 drops) were used accoiding 
to general procedure V to provide 202 (6.0g. >1 00%) as a white solid. The product was 
used in the next step without further purification. 'H NMR (300 MHz, DMSOdg) 8 9.04 
5 (d, J= 1 .5 Hz, IH), 8.97 (d, J= 2.1 Hz, IH), 8.44 (t. J= 1.8 Hz, IH). 

Step B: 



O 




203 

Acid chloride 202 (4.0 g, 0.018 mol), N,0-dimethylhydroxylamine hydrochloride (3.5 g, 
0.036 mol), EtjN (7.5 mL, 5.5 g, 0.054 mol), and CHCI3 (150 mL) were used according to 
general procedure VH to provide 203 (3.2 g, 74%) as a yeUow oil. The product was used 
in the next step without further purification. 'H NMR (400 MHz, DMSO-de) 5 8.79 (d, J= 
2 Hz, 1H), 8.72 (d, J= 1 .6 Hz, IH), 8.20 (t, J= 2 Hz, IH), 3.53 (s, 3H), 3.25 (s, 3H). 



Step C: 




CI 

204 

Amide 203 (1.8 g, 7.3 mmol), n-butyllithium (5.0 mL of a 1.6 M soln. in hexanes, 8.0 
mmol), 2-bromo-4-chloroanisole (1.0 mL, 1.6 g, 7.3 mmol), and diethyl ether (20 mL) 
were used according to general procedure Vin. The product was purified by flash 
chromatography using 7:3 hexanesrethyl acetate as eluant to afford 204 (1.5 g, 63%) as a 
pale yellow solid. 'H NMR (400 MHz, DMSO-de) 5 8.93 (d, J= 2.4 Hz, IH), 8.71 (d, J= 2 
Hz, IH), 8.21 (t, J= 2 Hz. IH), 7.63 (dd. J=2.8, 9.2 Hz, IH), 7.48 (d. J=2.8 Hz, IH). 7.22 
(d, J=9.2 Hz, IH), 3.65 (s, 3H). 



Step D: 
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Anisole 204 (2.0 g, 6. 1 mmol), BBrj (18.4 mL of a 1.0 M soln. in 012012, 18.4 mmol), 
and CH2CI2 (50 mL) were used according to goieral procedure IX to afifoid 205 (3.4 g, 
>100%) as a yellow foam. The product was used in the next step without furtha- 
purification. 'H NMR (400 MHz, DMSO-d<i) 6 10.57 (s, IH), 8.91 (d. J= 2.4 Hz, IH), 8.75 
(d, J= 1.6 Hz, IH). 8.21 (t. J=2 Hz. IH). 7.48 (dd, J=2.8, 8.8 Hz, IH), 7.41 (d. J=2.8 Hz, 
IH), 6.97 (d. J=8.8 Hz, IH). MS (ES): 314 (M+H)*, 312 (M-H)'. 

StepE: 




206 

Phenol 205 (0.55 g, 1.7 mmol), ethyl bromoacetate (0.21 mL, 0.32 g, 1.9 mmol), K2CO3 
(0.73 g, 5.3 mmol), and acetone (25 mL) were used according to gen^ procedure 11 to 
provide 206 (0.58 g, 83%) as a red oil. The product was used m the next step without 
further purification. 'H NMR (400 MHz, DMSO-de) 6 8.97 (d, J= 2.4 Hz, IH), 8.84 (d, J 
1.8.HZ, IH), 8.30 (t, J= 1.8 Hz, IH), 7.66 (dd. J=2.7, 9 Hz. IH), 7.57 (d. J=2.7 Hz. IH). 
7.19 (d. J= 9 Hz, IH). 4.82 (s, 2H), 4.18 (m, 2H), 1.2 (m, 3H). 

Step F: 




207 



Ester 206 (0.58 g, 1.45 mmol), LiOH (0.15 g, 3.64 mmol) and a solution of THF, EtOH, 
and water (20 mL) were used according to general procedure lU. The resuhing orange 
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residue was treated with diethyl ether to afford 207 ( 0.2 g, 42%) as a yellow solid. The 
product was used the iiext step without further purification or characterization. 

StepG: 

Acid 207 (91 mg, 0.25 mmol), oxalyl chloride (0.023 mL, 33 mg, 0.26 mmol), NJnI- 
dimethylformamide (1 drop), and CHzQi (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 466 (42 mg. 0.23 
mmol), NaHCOj (105 mg, 1.2:5 mmol), acetone (10 mL), and water (0.5 mL) were used 
according to general procedure VI. The resulting yellow residue was washed with several 
portions of diethyl ether to afford 201 (20 mg, 15%) as a yellow solid. 'H NMR (400 
MHz, DMSO-dfi) 6 9.41 (s, IH), 8.89 (d, J= 2.4 Hz, IH), 8.83 (d, J= 1.6 Hz. IH), 8.29 (t, 
J=2 Hz. IH), 7.65 (dd, J=2.8. 8.8 Hz, IH). 7.62 (s. IH). 7.58 (m, 2H). 7.53 (d. J=2.8 Hz, 
IH), 7.22 (m, 3H), 4.79 (s, 2H), 2.15 (s, 3H). MS (ES): 538 (M-H)". 

ft 

Example 89: 




208 



Step A: 

ri 

209 

To a round-bottom flask equipped with a stir bar was added 5-methylbenzimidazole (4.0 g, 
0.030 mol), and concentrated H2SO4 (65 mL). The reaction was cooled to 0 "C and 
potassium nitrate (2.75 g. 0.027 mol) was added portion-wise. After stirring for 1 h, the 
reaction was poured over ice and solid Na2C03 was added to adjust to pH >8. The aqueous 
layer was extracted with ethyl acetate, the organics were dried over Na2S04. filtered and 
the solvent was removed under reduced pressure to afford a yellow solid. The solid was 



4 
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recrystallized using 1:1 methanolnvater, making sure to filter any undissolved material 
while mixture was hot, to obtain 209 (1.8 34 %) as a pale yellow solid. NMR (30 
MHz, DMS0-d6) 5 12.96 (bs, IH), 8.48 (s, IH), 8.34 (s, IH), 7.65 (s, IH), 2.64 (s, 3H). 
MS (ES): 222 (M-H)\ 



StepB: 

H2N 



H 



210 

10 To a plastic-coated reaction vessel equipped with a stir bar, was added the nitro derivative 
209 (2.2 g, 0.012 mol), absolute ethanol (75 mL), and palladium on charcoal (0.23 g of 
10% Pd/C, 10% by weight). The vessel was placed on a hydrogenation apparatus at 50 
psig for 1 6 h. V/hen judged to be complete, the reaction was filtered through a celite plug 
and the solvents were removed under reduced pressure to provide a residue. The residue 

15 was washed several times with diethyl ether to afford 210 (1 .Og, 57%) as a pink solid. At 
ambient temperature, the product exists as a mixture of tautomers. NMR (300 MHz, 
DMSCWe, 100 '^C) 5 1 1.60 (bs, IH), 7.79 (s, IH), 7.20 (s, IH), 6.82 (s, IH), 4.39 (bs, 2H), 
2.20 (s, 3H). MS (ES): 148 (M+H)^ 

20 StepC: 

Acid 207 (0. 1 g, 0.27 mmol), HOBt (40 mg, 0.27mmol), EDAC (52 mg, 0.27 mmol), , 
aniline 210 (40 mg, 0.27 mmol), and NJN-dimethylformamide (5 mL) were used 
according to general procedure IV. The product was purified by flash chromatography 
25 using 2% MeOH: 1% Eiyli: CHCI3 as eluant to afford 208 (7.6 mg, 5%) as a pale yellow 
solid. ^H NMR (400 MHz, DMSO-dg) 5 9.18 (s, IH), 8.85 (m, 2H), 8.30 (s, IH), 8.12 (s, 
IH), 7.66 (d, J= 7 Hz, IH), 7.53 (m, 2H), 7.37 (m, IH), 7.23 (d, J= 9 Hz, IH), 4.75 (s, 
2H), 2.12 (s, 3H). MS (ES): 501 (M+H)"^. 

30 Example 90: 
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211 



Step A: 




3-(Trifluoromethylthio)bai2oic acid (2.0g, 9.0 mmol), oxalyl chloride (0.8 mL, 1.14 g, 9.0 
mmol), methylene chloride (50 mLX and N,N-dimethylfonnamide (4 drops) were used 
according to general procedure V to provide 212 (2.0 g, 94%). The product was used in 
the next step without further purification or characterization. 



Step B: 




SCF. 



213 



Acid chloride 212 (2.0 g, 8.3 mmol), N,0-dimethylhydroxylamine hydrochloride (2.0 g, 
20.5 mmol), EtaN (2.4 mL, 1.7 g, 16.8 mmol), and CHCI3 (40 mL) were used according to 
general procedure VU to provide 213 (1.6 g, 70%) as a clear oil. The product was used in 
the next step without further purification, NMR (400 MHz, DMSOd6) 6 7.87 (s, IH), 
7.79 (m, 2H), 7.60 (t, IH), 3.50 (s, 3H), 3.24 (s, 3H). 



Step C: 
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SCF3 a 
214 



Amide 213 (0.8 g. 3.0 mmol), n-butyllithium (1.3 mL of a 2.5 M soln. in hexanes, 3.3 
mmol), 2-broino-4-chloroanisole (0.41 mL, 0.66 g, 3.0 mmol), and di^yl ethCT (10 mL) 
were used according to general procedure Vm. The product was purified by flash 
chromatography using 7:3 hexanes:ethyl acetate as eluant to afford 214 (0.56 g, 55%). 'H 
NMR (400 MHz, DMSO-d^) 6 7.97 (d, J= 8 Hz, IH), 7.87 (m, 2H), 7.68 (d, J= 8 Hz, IH), 
7.60 (dd, J= 2.4, 8.8 Hz, IH), 7.45 (d, J=2.8 Hz, IH), 7.21 (d, J= 8.8 Hz, IH), 3.62 (s, 3H). 

Step D: 



O OH 




SCF3 CI 
215 



Anisole 214 (0.56 g, L6 mmol), BBxy (2.0 mL of a 1.0 M soln. in 012012, 2.0 mmol), and 
CH2CI2 (10 mL) were used according to general procedure DC to afford 215 (0.45 g, 86%). 
The product was used in the next step without further purification. 'H NMR (400 MHz, 
DMS0-d6) 5 10.42 (s. IH), 7.95 (m, 2H), 7.87 (d, J= 8 Hz, IH). 7.66 (t, J=8 Hz, IH), 7.44 
(dd, J=2.8, 8.8 Hz, IH), 7.35 (d, J=2.8 Hz, IH), 6.96 (d, J=8.8 Hz, IH). MS (ES): 331 (M- 
H)- 

Step E: 




SCF3 CI 
216 



Phenol 215 (0.45 g, 1.4 mmol), ethyl bromoacetate (0.17 mL, 0.25 g, 1.5 mmol), K2CO3 
(0.48 g, 2.5 mmol), and acetone (20 mL) were used according to general procedure II to 
provide 216 (0.6 g, >100%) as a yellow oil. The product was used in the next step without 
further purification or characterization. 
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StepF: 




SCF3 CI 
217 

Ester 216 (0.6 g, 1.4 mmol), LiOH (0.15 g, 3.64 mmol) and a solution of THF, EtOH, and 
water (1 5 mL) were used according to general procedure in. The resulting yellow oil was 
treated with hexanes to afford 217 (0.2 g, 36%) as a white solid. 'H NMR (400 MHz, 
DMSO-de) 5 8.13 (d. J= 7.6 Hz, IH), 8.06 (s, IH), 7.92 (d, J= 7.2 Hz, IH), 7.60 (t, J= 7.6 
Hz, IH). 7.46 (dd, J= 2.8, 9.2 Hz, IH), 7.33 (d. J=2.4 Hz, IH), 6.85 (d, J= 9.2 Hz, IH), 
3.96 (s, 2H). MS (ES): 389 (M-H)'. 

Step G: 

Acid 217 (50 mg, 0.13 mmol), HOBt (18 mg, 0.13mmol). EDAC (25 mg, 0.13 mmol), 
aniline 399 (29 mg, 0.13 mmol), and N, N-dimethylfoimamide (5 mL) were used 
according to general procedure IV. The product was purified by flash chromatography 
using 5% MeOH;CHCl3 as eluant and treated with several portions of hexanes to afford 
211 (40 mg, 51%) as a beige soUd. 'H NMR (400 MHz, DMSO-de) 5 8.92 (s, IH). 8.00 
(s, IH), 7.96 (d, J= 1.6 Hz, IH), 7.94 (d, J= 1.2 Hz. IH), 7.64 (m, 2H), 7.49 (d, J=2.4 Hz, 
IH), 720 (d, J=8.8 Hz, IH), 7.06 (d, J= 8.8 Hz, IH). 6.81 (d, J= 2.8 Hz, IH), 6.75 (dd, J= 
2.4, 8.8 Hz, IH), 4.65 (s, 2H). 3.69 (m. 2H), 3.51 (m, 2H). 2.86 (m. 2H). 2.64 (m, 2H). 
1.96 (s, 3H). MS (ES): 597 (ivT), 596 (M-H)'. 

Example 91 




SO2NH2 



SCF, CI 



218 

Acid 21 7 (70 mg. 0. 1 8 mmol), oxalyl chloride (0.01 7 mL, 25 mg. 0.20 mmol). N, N- 
dimethyiformamide (1 drop), and CH2CI2 (7 mL) were used according to general 
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procedure V to a£ford the acid chloride. The acid chloride, aniline 466 (39 mg, 0.21 
mmol), NaHCOa (84 mg, 1.0 imnol), acetone (7 mL), and water (0.5 mL) were used 
according to general procedure VI. The resulting yellow sohd was wa^ed with minimal 
diethyl ether to afford 218 (50 mg, 45%) as a white solid. 'H NMR (300 MHz, DMSOds; 
6 9.44 (s, IH), 8.38 (m, 3H), 8.01 (m, IH), 7.70 (m, 5H), 7.31 (m, 3H), 4.80 (s, 2H), 2.16 
(s, 3H). MS (ES): 559 (M^. 

Example 92 




SO2NH2 



SO2CF3 CI 

219 



Step A: 




SO2CF3 CI 



220 

To a round-bottom flask equipped with a stir bar, nitrogen on demand, and an addition 
funnel, were placed the ester 216 (0.56 g, 1.34 mmol) and CH2CI2 (25 mL) and the 
reaction mixture was cooled to 0 A solution of m-chloroperoxybenzoic acid in CH2CI2 
(10 mL) was added dropwise via addition iunnel and the resulting mixture was allowed to 
stir at 0 for 0.5 h, after which time it was allowed to warm to rt and stir for an 
additional 16 h. When judged to be complete, the reaction was quenched with 10% 
sodium metabisulfite solution and extracted with CH2CI2. The organics were collected, 
washed with saturated NaHCOs, dried over MgS04, filtered and the solvent was removed 
under reduced pressure to afford 220 (0.56 g, 93%) as a pale yellow oil. The product was 
used in the next reaction without further purification. *H NMR (400 MHz, DMSO-d^) 
5 8.38 (d, J= 8 Hz, IH), 8.29 (d, J= 8 Hz, IH), 8.22 (s, IH), 7.96 (t, J= 7.6 Hz, IH), 7.62 
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(dd, J= 2.8,9.2 Hz, lH),7.55(d,J=2.8Hz, lH),7.17(d, J=8.8Hz, IH), 4.70 (s, 2H), 4.05 
(m,2H), 1.21 (m,3H). 

Step B: 




S02CF3 CI 
221 



Ester 220 (0.56 g, 1.2 mmol), LiOH (0.13g, 3.1 iranol) and a solution of THF, EtOH, and 
water (15 mL) were used according to general procedure ID to afford 221 (0.1 g, 19%). 
The product was used in the next step without ftuther purification or characterization. 

Step C: 

* 

Acid 221 (100 mg, 0.24 nrniol), oxalyl chloride (0.023 mL, 33 mg, 0.26 mmol), N, N- 
dimethylfonnamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 466 (41 mg, 0.22 
mmol), NaHCOa (100 mg, 1.2 mmol), acetone (10 mL), and water (0.5 mL) were used 
according to general procedure VL The product was purified by flash chromatography 
using 5% MeOHrCHCb to afford 219 (72 mg, 51%) as a white sohd. NMR (400 MHz, 
DMSO-d6) 6 9.34 (s, IH), 8.01 (s, IH), 7.96 (m, 2H), 7.61 (m, 6H), 7.49 (s, IH), 7.23 (m, 
2H), 4.76 (s, 2H), 2. 12 (s. 3H). 

Example 93 




222 



Step A: 
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Br CI 
223 



Phenol 432 (10 g, 0.032 mol), ethyl bromoacetate (3.5 mL, 5.3 g, 0.032 mol), K2CO3 (1 1 
g, 0.080 mol), and acetone (120 mL) were used according to general procedure II to afiford 
223 (1 1 .5 g, 91%) as a yellow oil. The product was used in the next stq> without further 
purification. *H NMR (400 MHz, DMSO^ie) 5 7.82 (m, 2H), 7.68 (d, J- 7.6 Hz, IH), 7.53 
(dd, J= 2.4, 8.8 Hz, IH), 7.44 (m, 2H), 7.09 (d, J= 9.2 Hz, IH), 4.74 (s, 2H), 4.04 (q, J= 
7.2Hz,2H), 1.13(m,3H). 

Step B: 




224 

To a round-bottom flask equipped with a stir bar and nitrogen on demand were added the 
ester 223 (1.5 g, 3.8 mmol), trimethylsilylacetylene (0.6 mL, 0.4 g, 4.1 mmol), 
tetrakis(triphaiylphosphine)palladium (0) (0.31 g, 0.27 mmol), copper(I) iodide (0.15 g, 
0.80 mmol), triethylamine (1.7 mL, 1.2 g, 0.80 mmol), and N,N-dimethylfomiamide (15 
mL) and the reaction was allowed to stir at 80 for 1 8h, When judged to be complete, 
the reaction mixture was poured into ethyl acetate and water. The organics were collected, 
washed with water and brine, dried over Na2S04, filtered through a pad of celite, and the 
solvents were removed under reduced pressure. To the resulting residue was added 
tetrahydrofuran (20 mL) and tetrabutylammonium fluoride (3 mL). The mixture was 
allowed to stir at RT for 10 min, after which it was poured into a separately funnel 
containing ethyl acetate and water. The organics were collected, dried over Na2S04, 
filtered, and the solvents were removed under reduced pressure. The resulting product 
was purified by flash chromatography using 7:3 hexanes.ethyl acetate to provide 224 (0.69 
g, 53%). 'H NMR (400 MHz, DMSO-d^,) 8 7.73 (m. 2H), 7.54 (m, 2H), 7.44 (s, IH), 7.34 
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(m. IH). 7.09 (d, J= 9.2 Hz. IH), 4.74 (s, 2H). 4.04 (m. 2H), 1 . 1 1 (m. 3H). MS (ES): 343 
Step C: 




225 

Ester 224 (0.69 g, 2.0 mmol), LiOH (0.2 g, 5.0 mmol) and a solution of THF, EtOH, and 
water (12 mL) were used according to genenH procedure HI to afford 225 (0.37 g, 59%). 
'H NMR (400 MHz, DMSO-dfi) 5 13.30 (bs. IH), 7.86 (s. IH), 7.73 (m, 2H), 7.54 (m, 
2H), 4.62 (s, 2H), 4.25 (s, IH). 
Step D: 

* 

Acid 225 (75 mg, 0.24 mmol), HOBt (32 mg, 0.24mmol), EDAC (4(5 mg, 0.24 mmol), 
aniline 399 (53 mg, 0.24 mmol), and N, N-dimethylformamide (5 mL) were used 
according to general procedure IV. The product was purified by flash chromatography 
using 5% MeOH:CHCl3 as eluant and treated with several portions of hexanes to afford 
222 (1 7 mg, 14%) as a pale yellow solid, 'h NMR (400 MHz, DMSO-ds) 5 8.86 (s, IH), 
7.75 (m, 2H), 7.70 (d, J= 7.6 Hz, IH), 7.60 (dd, J= 2.8, 9.2 Hz, IH), 7.49 (t, J= 8 Hz, IH), 
7.45 (d, J= 2.8 Hz. IH), 7.21 (d, J= 9.2 Hz, IH), 7.09 (d. J= 8.8 Hz, IH). 6.81 (s. IH), 6.75 
(m, IH). 4.66 (s. 2H), 4.28 (s, IH). 3.69 (m, 2H), 3.52 (m. 2H), 2.86 (m, 2H), 2.63 (m, 
2H). 1.96 (s, 3H). MS (ES): 521 (M*). 

Example 94 




SOzNH; 



Step A 



226 
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Acid 225 (80 mg, 0.25 mmol), oxalyl chloride (0.024mL, 35mg, 0.28 ramol), N^- 
dimethylfonnamide (1 drop), and CH2CI2 (3 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 466 (48 mg, 0.26 
mmol), NaHCOa (105 mg, 1 .3 mmol), acetone (7 mL), and water (0.5 mL) were used 
according to general procedure VL The product was purified by flash chromatography 
using 5% MeQH:CHa3 to afford 226 (20 mg,l 6%) as a white solii *H NMR (400 MHz, 
DMSO^) 6 9.30 (s, IH), 7.77 (d, J= 7.6 Hz, IH). 7.70 (d. J= 7.6 Hz, IH), 7.58 (m, 4H), 
7.45 (m, 2H), 7.22 (m, 3H), 4.77 (s, 2H), 4.27 (s, Vh), 2.13 (s, 3H). MS ES): 482 (M^, 
481 (M-H)-. 



Example 95 




SO2CH3 



Step A: 



227 




SCH. 



228 

To a round-bottom flask equipped with a stir bar and nitrogen on demand was added 5- 
fluoro-2-nitrotoluene (2.4 mL, 3.0 g, 0.019 mol), sodium thiomethoxide (1.5 g, 0.021 
mol), and N,N-dimethyIformamide (50 mL). The reaction was allowed to stir at 85 for 
2-4 h, after which time the reaction mixture was poured into a separatory funnel 
containing ethyl acetate and water. The organics were collected, washed with water, dried 
over Na2S04, treated with activated carbon, filtered through celite and the solvents were 
removed under reduced pressure to afford 228 (2.95 g, 85%) as an orange oil. The product 
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was used in the next stq> without further purification. NMR (400 MHz, DMSOde) 
6 7.92 (s, IH), 7.29 (d, J= 1.6 Hz, IH), 7.24 (dd, J= 2, 8.4 Hz, IH), 2.52 (s, 3H), 2.50 (s, 
3H). 

Step B: 




SO2CH3 
229 

To a roxmd-bottom flask equipped with a stir bar and nitrogen on demand was added 228 
(2.95 g, 0.016 mol) and CH2CI2 (50 mL). The reaction was cooled to O^C and a solution 
of m-chloroperoxybenzoic acid (5.8 g, 0.033 mol) in CH2CI2 (10 mL) was added dropwise 
via addition funnel. The resulting mixture was allowed to stir at 0 for 0.5 h, after which 
time it was allowed to warm to RT and stir for an additional 3-4h. When judged to be 
complete, the reaction was quenched with 10% sodium metabisulfite solution and 
extracted with CH2CI2. The orgahics were collected, washed with saturated NaHCOa, 
dried over MgS04, filtered and the solvent was removed under reduced pressure to afford 
229 (3.0 g, 88%) as yellow solid. The product was used in the next reaction without 
further purification. ^H NMR (400 MHz, CDCI3) 6 8.06 (d, J= 8.4 Hz, IH), 7.92 (m, 2H), 
3.08 (s, 3H), 2.65 (s, 3H). 

Step C: 




SO2CH3 
230 

To a plastic-coated reaction vessel equipped with a stir bar, was added the nitro derivative 
229 (1 .5 g, 6.9 mmol), toluene (50 mL), and palladium on charcoal (0.1 5 g of 10% Pd/C, 
10% by weight). The vessel was placed on a hydrogenation apparatus at 50 p.s.i. for 7 h. 
When judged to be complete, the reaction was filtered through a celite plug and the 



* 
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solvoits were removed under reduced pressure to provide a crystalline material. The 
residue was washed several times with diethyl ether to afford 230 (1.3 g, >99%). NMR 
(400 MHz, DMSO-de) 5 7.36 (m, 2H), 6.65 (d, J= 8.4 Hz, IH), 5.81 (s, 2H). 2.98 (s, 3H), 
2.06 (s, 3H). 

5 

StepD: 

Acid 225 (107 mg, 0.34 mmol), oxalyl chloride (0.032mL, 47mg, 0.37 mmol), N, N- 
dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according to general 

10 procedure V to afford the acid chloride. The acid chloride, aniline 230 (63 mg, 0.34 
mmol), NaHCOa (143 mg, 1.7 mmol), acetone (7 mL), and water (0.5 mL) were used 
according to general procediu^ VI. TTie product was purified by flash chromatography 
using 5% MeOH:CHCl3 to afford 227 (8 mg, 5%) as a white solid. 'H NMR (400 MHz, 
DMSO-dfi) 5 9.34 (s, IH), 7.73 (m, 6H), 7.60 (dd, J= 2.8, 8.8 Hz, IH), 7.50 (t, J= 8 Hz, 

15 IH), 7.46 (d, J= 2.4 Hz, IH), 7.21 (d, J- 8.8 Hz, IH), 4.79 (s, 2H), 4.29 (s, IH), 3.27 (s, 
3H), 2. 1 8 (s, 3H). MS ES): 48 1 (M-H) . 

Example 96 




SO2NH2 



20 



231 



Step A: 
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232 

To a round-bottom flask equipped with a stir bar and nitrogm on demand were added the 
ester 223 (0.2 g. 0.5 mmol), cyclopmtylacetylene (52 mg, 0.55 mmol), 
tetrakis(triphenylphosphine)palladium (0) (40 mg, 0.035 mmol), copper(I) iodide (20 mg, 
0.11 mmol), triethylamine (0.22 mL, 0.16 g, 1.6 mmol), and NJ^-dimethylfomianiide (5 
mL) and the reaction was allowed to stir at 80 **C for 18h. Whai judged to be complete, 
the reaction mixture was poured into ethyl acetate and watCT. The organics w:ere collected, 
washed with watw, dried ov&r Na2S04, filtered, and the solvents were removed under 
reduced pressure. The product was purified by flash chromatography using 8:2 hexanes: 
ethyl acetate to aflbrd 232 (130 mg, 63%) as an orange oil. *H NMR (300 MHz, DMSO-d- 
6) 5 7.68 (m, 3H), 7.59 (dd, J= 2.7,9 Hz, IH), 7.48 (m, 2H), 7.13 (d, J= 9 Hz, IH), 4.79 (s, 
2H), 4.10 (m, 2H), 2.88 (m, IH), 2.00 (m, 2H), 1.63 (m, 6H), 1.17 (m, 3H). 

Step B: 




233 

Ester 232 (0.13 g, 0.32 mmol), LiOH (33 mg, 0.79 nunol) and a solution of THF, EtOH, 
and water (8 mL) were used according to general procedure III to afford 233 (0.15 g, 
>99%). The product was used in the next step without further purification or 
characterization. 



Step C: 

Acid 233 (140 mg, 0.37 nmiol), oxalyl chloride (0.033mL, 48mg, 0.38 mmol), N,N- 
dimethylformamide (1 drop), and CH2CI2 (5 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 466 (73 mg, 0.39 
mmol), NaHC03 (155 mg, 1 .85 mmol), acetone (7 mL), and water (0.5 mL) were used 
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according to g«eral procedure VL The product was purified by flash chromatography 
using 5% MeOHrCHCb to afford 231 {88 mg, 43%) as a white solid, 'h NMR (400 MHz, 
DMSad6) 8 9.28 (s, IH), 7.61 (m, 8H), 7.44 (m, 2H), 7.21 (m, 2H). 4.77 (s, 2H), 2.81 (ra, 
IH), 2.14 (s, 3H), 1.93 (m, 2H), 1.58 (m, 6H). 



Example 97 



Step A: 




SO2NH2 



234 



9 ?'^°- 




235 

To a round-bottom flask equipped with a stir bar and nitrogen on demand were added the 
ester 223 (0.2 g, 0.5 mmol), phaiylacetylene (52 mg, 0.55 mmol), 
tetrakis(triphenylphosphine)palIadium (40 mg, 0.035 mmol), copper(I) iodide (20 mg, 
0.1 1 mmol), triethylamine (0.22 mL. 0.16 g, 1.6 mmol), and N,N-dimethylformamide (5 
mL) and the reaction was allowed to stir at 80 ®C for 18 h. When judged to be complete, 
the reaction mixture was poured into ethyl acetate and water. The organics were collected, 
washed with water, dried over Na2S04, filtered, and the solvents were removed under 
reduced pressure. The product was purified by flash chromatography using 8:2 
hexanes.ethyl acetate to afford 235 (150 mg, 72%) as a green oil. 'h NMR (300 MHz, 



• 
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10 



15 



20 



25 



DMSO-d6) 5 7.87 (d, J= 4.8 Hz, IH), 7.82 (m, 2H), 7.60 (m, 4H), 7.50 (d. J= 3 Hz, IH), 
7.46 (m, 3H), 7.15 (d, J= 9 Hz, IH), 4.82 (s, 2H), 4.10 (m, 2H), 1.21 (m, 3H). 

Step B: 




236 

Ester 235 (0.15 g, 0.36 mmol), LiOH (38 mg, 0.90 mmol) and a solution of THF, EtOH, 
and water (8 mL) were used according to general procedure III to afford 236 (64 mg, 
46%). The product was used in the next step without further purification or 
characterization. 
Step C: 

Acid 236 (64 mg, 0.16 mmol), oxalyl chloride (O.OlSmL, 23 mg, 0.17 mmol), N, N- 
dimethylformamide (1 drop), and CH2CI2 (5 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 466 (31 mg, 
0.17mmol), NaHCOs (67 mg, 0.8 mmol), acetone (5 mL), and water (0.5 mL) were used 
according to general procedure VI. The product was filtered through a pad of silica gel to 
afford 234 (10 mg, 11%) as a white sohd. ^H NMR (400 MHz, DMSO-de) S 9.34 (s, IH), 
7.90 (s, IH), 7.79 (m, 2H), 7.62 (m, 3H), 7.54 (m, 4H), 7.47 (d, J- 3 Hz, IH), 7.38 (m, 
3H), 7.22 (m, 3H), 4.80 (s, 2H), 2.15 (s, 3H). 

Example 98 




SO2CH3 



237 
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Step A: 

Acid 49 (120 mg, 0.37 mmol), oxalyl chloride (0.035mL, 50 mg, 0.40 mmol), N,N- 
diraethylfomamide (1 drop), and CH2a2 (7 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 230 (69 mg, 0.37 
mmol), NaHCOs (155 mg, 1.85 mmol), acetone (7 mL), and water (0.5 mL) were used 
according to general procedure VL The resulting yellow oil was treated with pentanes to 
afford 237 (39 mg, 21%) as a pale yellow solid. NMR (300 MHz, DMSOde) 6 9.51 (s, 
IH), 7.66 (m, 5H), 7.53 (d, J= 2.7 Hz, IH), 7.49 (m, 2H), 7.25 (d, J= 9 Hz, IH), 4.87 (s, 
2H), 3.20 (s, 3H), 2.26 (s, 3H). MS (ES): 494 (M^. 



Example 99 



H 9"3 




SO2CH3 



CI 

238 

Acid 129 (120 mg, 0.38 mmol), oxalyl chloride (0.037 mL, 53 mg, 0.42 mmol). N,N- 
dimethylfomiamide ( 1 drop), and CH2CI2 (7 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 230 (70 mg, 0.38 
mmol), NaHCOs (160 mg, 1 .9 mmol), acetone (7 mL), and watw (0.5 mL) were used 
according to genaal procedure VI. The product purified by flash chromatography using 
5% MeOHiCHCb to afford 238 (1 8 mg, 1 0%) as a yellow solid. 'H NMR (400 MHz. 
DMSO-d6) 6 9.42 (s, IH), 8.16 (s, IH). 8.06 (m, 2H), 7.67 (m, 25H), 7.49 (d, J= 2.8 Hz, 
IH), 7.21 (d, J= 9.2 Hz, IH). 4.80 (s, 2H), 3.14 (s, 3H), 2.18 (s, 3H). MS (ES): 481 (M-H) 




239 
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Acid 71 (300 mg, 0.8 mmol), HOBt (108 mg, 0.8 mmol). EDAC (153 mg, 0.8 mmol), 
aniline 210 (118 mg, 0.8 mmol). and N^N-dimethylfonnamide (7 mL) were used 
according to general procedure IV. The pnxluct was purified by flash chromatography 
using 3% MeOH: 1% EtjN: CH2CI2 as eluant to afford 239 (60 mg, 15%) as a white solid. 
At ambient temp, the product exists as a mixture of tautomers. 'H NMR (400 MHz, 
DMSO-dfi) 5 12.27 (m, IH), 9.15 (m. IH), 8.00 (s, IH). 7.99 (d, J= 8 Hz. IH), 7.87 (m, 
2H), 7.66 (d, J= 9 Hz. IH). 7.45 (m. 3H). 4.74 (s, 2H). 2.12 (m. 3H). MS (ES): 506 (M^. 
507 (M+H)*. 



Example 101 




CI 
240 

Acid 49 (120 mg, 0.37 mmol), oxalyl chloride (0.035 mL, 50mg, 0.40 mmol), N,N- 
dimethylfomamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 210 (54 mg, 0.37 
mmol), NaHCOj (155 mg, 1.9 mmol), acetone (10 mL), and water (0.5 mL) were used 
according to general procedure VI. The product purified by flash chromatography using 
5% MeOHiCHClj to afford 240 (22 mg. 13%) as a pale yellow solid. At ambient 
temperature the product exists as a mixture of tautomers. 'H NMR (400 MHz, DMSO-de) 
S 12.26 (m, IH). 9.14 (m, IH), 8.09 (s. IH). 7.64 (d. J= 9 Hz. IH), 7.50 (m, 4H). 7.23 (m, 
2H), 4.75 (m, 2H), 2.12 (m, 3H). MS (ES): 456 (M*). 457 (M+H)\ 455(M-H)-. 

Example 102 




N 



CI 



241 



wo 01/17982 



PCT/EPOO/08487 



183 



Add 76 (120 mg. 0.33 nunol), oxalyl chloride (0.032 mL, 46 mg, 037 mmol). N, N- 
dimethylfonnamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 210 (5 1 mg, 0.35 
nunol), NaHCOa (139 mg, 1.7 mmol), acetone (10 mL), and water (0.5 mL) were used 
according to general procedure VI. The product purified by flash chromatogrqjhy using 
2% MeOH:CH2Cl2 to afford 241 (1 1 mg, 7%) as a white solid. At ambi^it tanp^ature 
the product exists as a mixture of tautomers. 'H NMR (400 MHz, DMSO-d^) 5 1 2.26 (s, 
IH), 9.15 (m, IH), 8.09 (s, IH), 7.87 (m, IH), 7.70 (m, 2H), 7.64 (m, IH), 7.55 (m, 2H), 
7.21 (m, IH), 4.75 (m, 2H), 2.12 (m, 3H). MS (ES): 490 (M+H)^ 488 (M-H)\ 

Example 103 




Step A: 




CF3 
243 



3,5-Bis(trifluoromethyl)benzoyl chloride (5.0 g, 0.018 mol), N,0-dimethylhydroxylamine 
hydrochloride (3.5 g, 0.036 mol), EtaN (7.5 mL, 5.5 g. 0.054 mol), and CH2CI2 (50 mL) 
were used according to general procedure VII to provide 243 (5.0 g, 92%) as a clear oil. 
The product was used in the next step without further purification. NMR (400 MHz, 
DMSO-dfi) 6 8.24 (s, IH), 8.22 (s, 2H), 3.52 (s, 3H), 3.28 (s, 3H). 

Step B: 



O OCH3 




CF3 CI 
244 
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Amide 243 (5.0 g, 0.017 mol), n-butyllithium (11.4 mL of a 1.6 M solution in hexanes, 
0.018 mol), 2-bromo-4-chloroanisole (2.3 mL, 3.8 g, 0.017 mol), and diethyl ether (60 * 
mL) were used according to general procedure Vm. The product was purified by flash 
chromatography using 85:15 hexanesrethyl acetate as eluant to afford 244 (3.76 g, 58%). 
'H NMR (400 MHz, DMS0-d6) 5 8.43 (s, IH), 8.18 (s, 2H), 7.65 (t, J= 2.8 Hz, IH), 7.52 
(d, J= 2.8 Hz, IH), 7.24 (d, J= 8.8 Hz, IH), 3.61 (s, 3H). 

Step C: 



O OH 




CF3 CI 
245 



Anisole 244 (3.76 g, 9.8 mmol), BBr3 (29 mL of a 1 .0 M soln. in CH2CI2, 29 mmol), and 
CH2CI2 (80 mL) were used according to general procedure DC to afford 245 (3.2 g, 89%) a 
pale green solid. The product was used in the next step without further purification. 'H 
NMR (400 MHz, DMSOd^) 5 10.6 (s, IH), 8.40 (s, IH), 8.21 (s, 2H), 7.48 (m, 2H), 6.98 
(d,J=8.8Hz,lH). 

Step D: 




CF3 CI 
246 



Phenol 245 (3.2 g, 8.7 mmol), ethyl bromoacetate (1.1 mL, 1.6 g, 9.5 mmol), K2CO3 (3.0 
g, 21 .7 mmol), and acetone (50 mL) were used according to general procedure II to 
provide 246 (3.8 g, 97%) as a pale yellow solid. The product was used in the next step 
without further purification. *H NMR (300 MHz, DMSO-d<i) 6 8.47 (s, IH), 8.31 (s, 2H), 
7.68 (dd, J= 3, 9 Hz, IH), 7.61 (d, J= 2.4 Hz, IH), 7.21 (d, J= 9 Hz. IH), 4.79 (s, 2H), 4.06 
(q, J= 7 Hz, 2H), 1 .13 (t, J= 7 Hz, 3H). 

Step E: 
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V 


CF3 


CI 



247 

Ester 246 (3.8 g, 8.4 mmol), LiOH (0.88 g, 20.9 mmol) and a solution of THF, EtOH, and 
water (25 mL) were used according to general procedure HI. The resulting white foam 
was treated with diethyl ether to afford 247 (3. 1 g, 86%) as a white solid. 'H NMR (300 
MHz, DMSO-de) 5 8.44 (s, IH), 8.34 (s, 2H), 7.67 (dd, J= 3, 9 Hz, IH), 7.58 (d, J= 3 Hz, 
IH), 716 (d, J= 9 Hz, IH), 4.63 (s, 2H). 



StepF: 

Acid 247 (150 mg, 0.35 mmol), HOBt (47 mg, 0.35 mmol), EDAC (67 mg, 0.35 mmol), 
aniline 210 (52 mg, 0.35 mmol), and N,N-dimethylformamide (5 mL) were used 
according to general procedure IV. The product was purified by flash chromatography 
using 3% MeOHrCHCb as eluant to afford 242 (9 mg, 5%) as a white solid. At ambient 
temperature, the product exists as a mixture of tautomers. 'H NMR (300 MHz, DMSO-de) 
6 12.32 (s, IH), 9.20 (s. IH), 8.44 (s, IH), 8.35 (m, 2H), 8.14 (m, IH), 7.76 (m, IH), 7.62 
(m, IH), 7.51 (s. IH), 7.30 (d, J= 9 Hz, IH), 4.77 (s, 2H), 2.13 (s, 3H). MS (ES): 556 
(M*), 557 (M-H)'. 

Example 104 




F CI 

248 

Step A: 
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CH3 




249 

Into a round-bottom flask equipped with a stir bar and nitrogra on demand were placed 3- 
methyl-4-nitrophenol (2.0 g, 0.013 mol), dibromopropane (10.6 mL, 21.0 g, 0.10 mol), 
potassium carbonate (2.7 g, 0.02 mol), and N, N-dimethylformamide (50 mL) and the 
mixture was allowed to stir at rt for 1 8 h. When judged to be complete, the reaction 
mixture was poured into a sqjaratory funnel containing CH2CI2 and water. The organics 
were collected, washed with 0.5 N NaOH sohi., dried ovct MgS04, filtered and the solvent 
was removed under reduced pressure. The resulting red oil was distilled to afford 249 
(2.46 g, 69%). NMR (400 MHz, DMS0"d6) 6 7.49 (d, J= 2.4 Hz, IH), 7.37 (d, J= 8.4 
Hz, IH), 7.21 (dd, J= 2.4, 8.4 Hz, IH), 4.1 1 (t, J= 6 Hz, 2H), 3.63 (t, J= 6 Hz, 2H), 2.38 (s, 
3H), 2.22 (m, 2H). 

■ 

Step B: 




250 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
249 (1.5 g, 5.47 mmol), pynrolidine'(0.91 mL, 0.78 g, 10.9 mmol), potassium carbonate 
(1.1 g, 8.2 mmol), and N, N-dimethylfomiamide (30 mL) and the mixture was allowed to 
stir at rt for 4 h. When judged to be complete, the reaction mixture was poured into a 
separately funnel containing ethyl acetate and water. The organics were coUected, dried 
over Na2S04, filtered and the solvent was removed under reduced pressure to afford 250 
(1 .24 g, 89%) as a brown oil. The product was used in the next step without further 
purification or characterization. 

Step C: 
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251 

To a plastic-coated reaction vessel equipped with a stir bar, was added compound 250 (1 .3 
5 g, 4.9 mmol), absolute ethanol (20 mL)» and palladium on charcoal (0. 13 g of 10% Pd/C, 
10% wAv). The vessel was placed on a hydrogmation apparatus at 60 p.s.i. for 3 h. Whra 
judged to be complete, the reaction was filtered through a celite plug and the solvents were 
removed under reduced pressure to provide a dark oil. The residue was treated with a 
small amount of ethyl acetate and hexanes and the resulting precipitate was filtered and 
10 the mother liquor was concentrated under reduced pressure to afford 251 (1 .0 g, 87%), as 
an orange solid. 'H NMR (400 MHz, DMSO-de) 5 6.72 (d, J= 8.4 Hz, IH), 6.14 (d, J= 2.4 
Hz, IH), 5.98 (dd, J= 2.4, 8.4 Hz, IH), 4.73 (s, 2H), 3.82 (t, J= 6,4 Hz, 2H), 2.46 (m, 2H), 
2.37 (m, 4H), 1.92 (s, 3H), 1.77 (m, 2H), 1.63 (m, 4H). 

15 Step D: 

Acid 49 (120 mg, 0.37 mmol), oxalyl chloride (0.035 mL. 50 mg, 0.40 mmol), N,N- 
dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 251 (87 mg, 0.37 

20 nunol), NaHC03 (1 55 mg, 1 .85 mmol), acetone (8 mL), and water (0.5 mL) were used 
according to general procedure VI. The resulting yellow oil was treated with pentanes to 
afford 248 (92 mg, 46%) as a pale yellow solid. 'H NMR (400 MHz, DMSO-d6) 5 9.08 (s, 
IH), 7.62 (dd, J= 2.8, 8.8 Hz, IH), 7.55 (t, J= 9.2 Hz, IH), 7.47 (d, J= 2.4 Hz, IH), 7.42 
(m, 2H), 7.19 (d, J= 8.8 Hz, IH), 7.01 (m, 2H), 6.63 (d, J= 8.4 Hz, IH), 4.74 (s, 2H), 3.89 

25 (t, J= 6.4 Hz, 2H), 2.45 (m, 2H), 2.39 (bs, 4H), 1 .98 (s, 3H), 1 .81 (t, J= 6.8 Hz, 2H), 1 .63 
(s, 4H). MS(ES): 543 (M^. 
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Step A: 




SO2NH2 



To a round-bottom flask equipped with an overhead stirrer, and addition funnel, and 
nitrogen on demand was placed sodium hydride (7.8 g of 60% by weight in mineral oil, 
0^0 mol) and anhydrous tptrahydrofiiran (THF, 300 mL). The mixture was cooled to 0 
and 2-methyl-3-nitrophenol (30 g, 0.20 mol) was added dropwise as a solution in THF 
(100 mL). The reaction was then allowed to warm to rt, heated to 40 T for 1 5 min., and 
then allowed to cool to rt. At this time, 1,3-propane sultone (25.6 g, 0.21 mol) in THF 
(100 mL) was added dropwise and the reaction was heated to reflux for 4-6 h. When 
judged to be complete, the reaction mixture was filtered and the resulting solid was 
washed with absolute ethanol and diethyl ether and dried in a vacuum oven. A solid 
precipitated out of the mother liquor, was filtered and washed with absolute ethanol and 
diethyl ether and dried in a vacuum oven to afford 253 (27 g, 46%) of a pale yellow solid. 
'H NMR (300 MHz, DMSO-da) 5 8.06 (d, J= 9 Hz, IH), 7.05 (d, J= 2.7 Hz, IH), 6.98 (dd, 
J= 2.7, 9.3 Hz, IH), 4.22 (t, J= 6.6 Hz, 2H), 2.58 (m, 2H), 2.52 (s, 3H), 2.04 (m, 2H). 

StepB: 




254 



To a round-bottom flask equipped with a stir bar, an addition funnel, and nitrogen on 
demand was added the sulfonic acid salt 253 (1 1 g, 0.037 mol) and N,N- 
dimethylformamide (250 mL) and the reaction was cooled to 0 "^C. Thionyl chloride (8.0 
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inL, 13.0 g, 0. 11 mol) was added dropwise and the resulting mixture was allowed to stir at 
0 for 0.5 h, after which time it was allowed to warai to rt and stir for an additional 3 h. 
When judged to be complete, the reaction mixture was poured into a beaker of ice and the 
resulting white precipitate was filtered and placed in a vacuum oven to afford 254 (8.7 g, 
80%) as a white sohd. 'H NMR (300 MHz, DMSOkU) 5 8.06 (d, J= 9 Hz, IH), 7.05 (d, J= 
2.7 Hz, IH), 6.98 (dd, J= 2.7, 9.3 Hz, IH), 4.22 (t, J= 6.3 Hz, 2H), 2.61 (m, 2H), 2.57 (s, 
3H), 2.04 (m, 2H). 

Step C: 




255 

To a round-bottom flask equipped with a stir bar, an addition funnel, and nitrogen on 
demand was added anomonium hydroxide (10 mL) and THF (20 mL) and the reaction was 
cooled to 0 ''C. Sulfonyl chloride 254 (2 g, 6.8 mmol) was added dropwise and the 
reaction was allowed to stir at 0 "^C for 15 min, after which time the reaction was poured 
into a beaker of ice and extracted with ethyl acetate. The organics were collected, washed 
with water, dried over MgS04, filtered, and the solvents were removed under reduced 
pressure to provide 255 (1 .4 g, 77%) as a white solid. *H NMR (300 MHz, DMSO-de) 
5 8.07 (d, J= 9 Hz, IH), 7.06 (d, J= 2.7 Hz, IH), 7.00 (dd, J= 2.7, 9 Hz, IH), 6.91 (s, 2H), 
4.24 (t, J= 6 Hz, 2H), 3.16 (t, J= 7.5 Hz, 2H), 2.56 (s, 3H), 2.18 (m, 2H). 



Step D: 




256 

To a plastic-coaled reaction vessel equipped with a stir bar, was added the nitro derivative 
255 (0.29 g, 1.1 mmol), absolute ethanol (25 mL), and palladium on charcoal (29 mg of 
10% Pd/C, 10% by weight). The vessel was placed on a hydrogenation apparatus at 60 
p.s.i. for 2-4 h. When judged to be complete, the reaction was filtered through a celite 
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plug and the solvents were removed under reduced pressure to provide 256 (0.25 g, 98%) 
as a pale brown solid. NMR (400 MHz, DMSO-d<i) 6 6.80 (s, 2H), 6.54 (s, IH), 6.49 
(s, 2H). 4.34 (s, 2H). 3.89 (t, J= 6 Hz, 2H), 2.58 (m, 2H), 3.05 (m, 2H), 1 .99 (m, 5H). 

Step E: 

Acid 49 (120 mg, 0.37 nraiol), oxalyl chloride (0.035 mL, 50 mg, 0.40 mmol), 
dimethylformamide (1 drop), and CH2CI2 (7 niL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 256 (81 mg, 0.33 
mmol), NaHCOj (1 55 mg, 1 .85 mmol), acetone (8 mL), and water (0.5 mL) were used 
according to general procedure VI to afford 252 (103 mg, 50%) as a white sohd. 'H NMR 
(400 MHz, DMSO-d6) 8 9.09 (s, IH), 7.62 (dd, J= 2.8, 9.2 Hz, IH), 7.55 (m, IH), 7.47 (d, 
J= 2.8 Hz, IH), 7.41 (m, 2H), 7.19 (d, J= 9.2 Hz, IH), 7.1 1 (d. J= 8.4 Hz, IH), 6.83 (s, 
2H), 6.76 (d, J= 2.8 Hz, IH), 6.69(dd, J=2.8, 8.4 Hz), 4.70 (s, 2H), 4.01 (t, J= 6.4 Hz, 2H), 
3.08 (t, J= 8 Hz, 2H), 2.07 (m, 2H), 2.00 (s, 3H). MS (ES): 553 (M*). 

Example 106 




CF3 cr 

257 



Acid 71 (13 g, 0.035 mol), oxalyl chloride (7.0 mL, 9.8 g, 0.077 mol), N,N- 
dimethylformamide (1 drop), and CH2CI2 (100 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 256 (7.81 g, 0.032 
mol), NaHCOa (15 g, 0.18 mol), acetone (125 niL), and water (10 mL) were used 
according to general procedure VL The product was crystallized from methanol to afford 
257 (10,5 g, 50%) as a white solid. *H NMR (300 MHz, DMSO-de) 8 9.16 (s, IH), 8.05 (d, 
J= 8.4 Hz, IH), 7.90 (m, 2H), 7.71 (dd, J= 2.7, 9 Hz, IH), 7.57 (d, J= 2.7 Hz, IH), 7.25 (d, 
J= 9 Hz, IH), 7.13 (d, J= 9 Hz, IH), 6.88 (s, 2H), 6.80 (d, J= 2.7 Hz, IH), 6.73 (dd, J= 2.7, 
9 Hz, IH), 4.74 (s, 2H), 4.07 (t. J= 6 Hz, 2H), 3.13 (m, 2H), 2.13 (m, 2H), 2.03 (s, 3H). 
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MS (ES): 602 (M-H)', 603 (M*). Anal. Calcd for C26H23N2O6CIF4S: C, 51.79; H, 3.84; N, 
4.65. Found: C, 51.91; H, 3.88; N, 4.66. 

5 Example 107 



Step A: 



10 




259 

To a Tound-bottom flask equipped with a stir bar, and nitrogen on demand were placed 2- 
niethyl-3-nitrophenol (10 g, 0.065 mol), acetone (100 mL), potassium carbonate (27 g,. 

15 0.20 mol), and 1,3-propane sultone (6.0 mL, 8.3 g, 0.068 mol). The mixture was heated 
to reflux for I h, after which time it was allowed to cool to rt and stir for an additional 72 
h. When judged to be complete, the reaction mixture was concentrated imder reduced 
pressure. The resulting yellow residue was dissolved in a minimal amount of water, 
acidified to pH 2 using cone. HCl, and extracted with a mixture of absolute ethanol/ethyl 

20 acetate. The organics were collected, dried over MgS04, filtered and the solvents 
removed under reduced pressure to afford 259 (10.2 g, 57%) of a pale yellow solid. 
NMR (400 MHz, DMSO-da) 8 8,00 (d, J= 9.2 Hz, IH), 6.99 (d, J= 2.4 Hz, IH), 6.92 (dd, 
J= 2.4, 8.8 Hz, IH). 4.16 (t, J= 6.4 Hz, 2H), 2.47 (m, 5H), 1 .98 (m, 2H). 

* 

25 Step B: 




260 
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To a round-bottom flask equipped with a stir bar, reflux condensor, and nitrogen on 
demand were added the sulfonic acid 259 (3 g, 0.01 1 mol) and phosphorus oxychloride 
(POCI3, 100 mL). The reaction was heated to reflux for 18 h, after which time it 
continued to stir at rt for 24 h. The mixture was filtered and the POClj was removed under 
reduced pressure to afford 260 (3.8 g, >100%) as a brown oil. The product was used in the 
next step without further purification or characterization. 

Step C: 




10 261 

To a round-bottom flask equipped with a stir bar and nitrogen on demand was added t- 

butylamine (0.33 mL, 0.23 g, 3.1 mmol), triethylamine (0.72 mL, 0.52 g, 5.2 nrniol), and 

chloroform (20 mL). Sulfonyl chloride 260 (0.76 g, 2.6 mmol) in chloroform (3 mL) was 

added dropwise and the reaction was allowed to stir at rt for 2 h. When judged to be 

15 complete, the reaction mixture was poured into a sq>aratory fimnel containing CHCI3 and 
water, the organics were collected, washed with brine, dried over MgS04, filtered, and the 
solvents were removed under reduced pressure. The resulting brown residue was filtered 
through a pad of silica gel, eluting with hexanes to provide 261 (0.37 g, 43%) as a white 
solid. The product was used in the next step without further purification or 

20 characterization. 

Step D: 

CH3 
H2N ' 

11 




262 

25 To a plastic-coated reaction vessel equipped with a stir bar, were added compound 261 
(0.37 g, 1.1 mmol), ethanol (20 mL), and palladium on charcoal (37 mg of 10% Pd/C, 
1 Ow/w). The vessel was placed on a hydrogenation apparatus at 60 psig for 2-4 h. When 
judged to be complete, the reaction was filtered through a celite plug and the solvents were 
removed under reduced pressure to provide 262 (0.32 g, 95%) as brown oil. *H NMR 
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(400 MHz, DMS0-d6) 5 6.92 (s, IH), 6.85 (s, IH), 6.53 (m, IH), 6.49 (m, IH), 4.51 (bs, 
2H). 3.90 (t, J= 6 Hz, 2H), 3.09 (m, 2H), 2.08 (m, 2H). 1.99 (s, 3H), 1.22 (m, 9H). 

Step E: 

5 

Acid 49 (120 mg, 0.37 mmol), oxalyl chloride (0.035 mL, 50 mg, 0.40 mmol), N,N- 
dimethylfonnamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 262 (111 mg, 0.37 
mmol), NaHCOs (155 mg, 1.85 mmol), acetone (10 mL), and water (0.5 mL) were used 

10 according to general procedure VI. The product purified by flash chromatography using 
5% MeOH:CH2Cl2 to afford 258 (28 mg, 12%) as a white solid. NMR (400 MHz, 
DMSO-d^) 6 9.08 (s, IH), 7.63 (dd, J= 4, 8 Hz, IH), 7.54 (m, IH), 7.47 (d, J= 4Hz, IH), 
7.41 (m, 2H), 7.20 (d, J=8 Hz, IH), 7.12 (d, J= 8 Hz, IH), 6.87 (s, IH), 6.75 (m, IH), 6.68 
(dd, J= 4, 8 Hz, IH), 4.70 (s, 2H), 4.02 (t, J= 8 Hz, 2H), 3.09 (t, J= 8 Hz, 2H), 2.05 (t, J= 8 

15 Hz, 2H). 2.00 (s, 3H), 1 .22 (s, 9H). MS (ES): 608 (M-H)'. 

Example 108 



20 Step A: 




264 



To a round*bottom flask equipped with a stir bar and a gas dispersion tube was added 
sulfonyl chloride 260 (3.8 g, 0.013 mol) and methylene chloride (100 mL), and the 
25 reaction was cooled to 0 °C. Dimethylamine gas was bubbled through the reaction 

mixture for 1 h, after which time the reaction mixture was poured into CH2CI2 and water. 
The organics were collected, washed with water, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to afford 264 (2.1 g, 54%) as a pale yellow 
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solid. The product was used in the next step without fiirther purification or 
charactmzation. 

Step B: 




To a plastic-coated reaction vessel equipped with a stir bar, was added the nitro derivative 
264 (2.1 g, 7.0 mmol), absolute ethanol (40 mL), and palladium on charcoal (0.21 g of 
10% Pd/C, 10% by weight). The vessel was placed on a hydrogenation apparatus at 50 
p.s.i. for 2-4 h. When judged to be complete, the reaction was filtered through a celite 
plug and the solvents were removed under reduced pressure to provide 265 (1.7 g, 90%) as 
a pale yellow solid. The product was used in the next step without further purification or 
characterization. 

Step C; 

Acid 71 (120 mg, 0.32 mmol), oxalyl chloride (0.032 mL, 44 mg, 0.35 mmol), N,N- 
dirnethylformamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, anihne 265 (78 mg, 0.29 
mmol), NaHCOa (134 mg, 1.6 mmol), acetone (6 mL), and water (0.5 mL) were used 
according to general procedure VI. The resulting residue was treated several times with 
pentane to afford 263 (90 mg, 45%) as a beige solid. 'H NMR (400 MHz, DMSO-de) 
6 9.09 (s, IH), 7.98 (d, J- 8.4 Hz, IH), 7.84 (m, 2H), 7.65 (dd, J= 2.4, 8.8 Hz, IH), 7.51 
(d, J= 2.8 Hz, IH). 7.20 (d, J= 8.8 Hz, IH), 7.08 (d, 8.8 Hz, IH), 6.76 (d, J= 2.4 Hz, 
IH), 6.68 (dd, J= 2.8, 8.8 Hz, IH), 4,69 (s, 2H), 4.00 (t, J= 6 Hz, 2H), 3.13 (m, 2H), 2.75 
(s, 6H), 2.05 (m, 2H), 1.98 (s. 3H). MS (ES): 631 (M^) 



Example 109 
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H 

O o 



Step A: 



266 



0?N 




267 

To a round-bottom flask equipped with a stir bar and a gas dispersion tube was added 
sulfonyl chloride 260 (3.2 g, 0.01 1 mol) and methylene chloride (75 mL), and the reaction 
was cooled to 0 °C. Methylamine gas was bubbled through the reaction mixture for 1 h, 
after which time the reaction mixture was poured into CH2CI2 and water. The organics 
were collected, washed with water, dried over MgS04, filtered and the solvents were 
removed under reduced pressure. The product was recrystallized from methanol to afTord 
267 (2.0 g, 63%) as a pale yellow solid. *H NMR (300 MHz, DMSO-d6) 5 8.08 (d, J= 9 
Hz, IH), 7.03 (m, 3H), 4.23 (t, J= 8.4 Hz, 2H), 3.19 (m, 2H), 2.57 (m, 6H), 2.12 (m, 2H). 
MS (ES):617(M^. 



Step B: 




268 

To a plastic-coated reaction vessel equipped with a stir bar, was added the nitro derivative 
267 (2.0 g, 6.9 mmol), toluene (25 mL), and palladium on charcoal (0.20 g of 10% Pd/C, 
10% by weight). The vessel was placed on a hydrogenation apparatus at 50 p.s.i. for 4 h. 
When judged to be complete, the reaction was filtered through a celite plug and the 
solvents were removed under reduced pressure. The resulting residue was treated with 
several portions of hexanes to provide 268 (1.1 g, 62%) as a pink solid. NMR (400 



• 
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MHz, DMSOkU) 5 6.92 (q, J= 5 Hz, IH), 6.55 (s. IH), 6.48 (m, 2H), 4.36 (bs, 2H), 3.88 
a J= 6 A Hz, 2H), 3.08 (m, 2H), 2.53 (d, J= 5 Hz, 3H), 1.95 (m, 5H). 

Step C: 

5 Acid 71 (120 mg, 0.32 mmol), oxalyl chloride (0.032 mL, 44 mg, 0.35 mmol), N,N- 
dimethylformamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 268 (75 mg, 0.29 
mmol), NaHCOa (134 mg, 1.6 mmol), acetone (6 mL), and water (0.5 mL) were used 
according to general procedure VL The resulting residue was treated several times with 
10 hexanes to afford 266 (80 mg, 41%) as a beige solid. 'H NMR (400 MHz, DMSOde) 
5 9.09 (s, IH), 7.98 (d, J= 8.4 Hz, IH), 7.84 (m, 2H), 7.65 (dd, J= 2.4, 8.8 Hz, IH), 7.52 
(d, J= 2.8 Hz, IH), 7.20 (d, J= 9.2 Hz, IH), 7.08 (d, J- 8.4 Hz, IH), 6.94 (q, J- 5 Hz, IH). 
6.74 (d, J= 2.8 Hz, IH), 6.68 (dd, J= 2.8, 8.8 Hz, IH), 4,68 (s, 3H), 4.00 (m, 2H), 3.10 (t, 
J= 8 Hz, 2H), 2.54 (d, J= 5 Hz), 2.01 (m, 5H). MS (ES): 617 (M*). 

15 

Example 110 




CF3 CI 

269 

Step A: 

20 




270 



Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 2- 
methyi-3-nitrophenol (5.0 g, 0.033 mol), dibromopropane (26 mL, 52.7 g, 0.26 mol), 
25 potassium carbonate (6.8 g, 0.05 mol), and N, N-dimethy]formamide (100 mL) and the 
mixture was allowed to stir at rt for 2.5 h. When judged to be complete, the reaction 
mixture was poured into a separatory funnel containing ethyl acetate and water. The 
organics were collected, washed with water and brine, dried over MgS04, filtered and the 
solvent was removed under reduced pressure. The resulting oil was distilled to afford 270 
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PCT/EPOO/08497 



(8.0 g, 89%) a brown oil 'H NMR (400 MHz, DMSO-d6) 6 8.01 (d, J= 9.2 Hz, IH), 7.02 
(d, J= 2.8 Hz. IH), 6.96 (dd, J= 2.4, 8.8 Hz, IH), 4.16 (t, J= 6 Hz, 2H), 3.63 (t, J= 6 Hz, 
2HX 2.51 (s, 3H), 2.24 (m, 2H). 

Step B: 




271 

Into a round-bottom flask equipped with a stir bar and nitrogen on demand were placed 
270 (0.8 g, 2.9 nunol), imidazole (0.24 g, 3.49 mmol), potassium carbonate (0.8 g, 5.83 
mmol), and N, N-dimethylformamide (20 mL) and the mixture was allowed to stir at 55 °C 
for 1 8 h. When judged to be complete, the reaction mixture was poured into a sq)aratory 
funnel containing ethyl acetate and water. The organics were collected, dried over MgSO- 
4, filtered and the solvent was removed under reduced pressure. The product was purified 
by flash chromatography eluding with 1 :1 hexanesrethyl acetate to afford 271 (0.3 g, 
40%). ^H NMR (400 MHz, DMSO-d^) 6 8.06 (d, J= 9 Hz, IH), 7.65 (s, IH), 7.22 (s, IH), 
7.04 (d, J= 2.4 Hz, IH), 6.98 (dd, J= 2.7, 9 Hz, IH), 6.92 (s, IH), 4.16 (t, J= 7 Hz, 2H), 
4.04 (t, J= 6 Hz, 2H), 2.57 (s, 3H), 2.22 (m, 2H). 

Step C: 




272 

To a plastic-coated reaction vessel equipped with a stir bar, was added the nitro derivative 
271 (0.3 g, 1.15 mmol), ethanol (20 mL), and palladium on charcoal (30 mg of 10% Pd/C, 
1 0% w/w). The vessel was placed on a hydrogenation apparatus at 55 p.s.i. for 2 h. When 
judged to be complete, the reaction was filtered through a celite plug and the solvents were 
removed under reduced pressure to provide 272 (0.23 g, 88%) a purple oil. 'H NMR (400 
MHz, DMSO-de) S 7.57 (s, IH), 7.14 (s, IH). 6.85 (s, IH), 6.54 (s, IH), 6.48 (s, 2H), 4.44 
(bs, 2H), 4.06 (t, J= 6.8 Hz, 2H), 3.70 (t, J= 6 Hz, 2H), 2.03 (m, 2H), 1.99 (s, 3H). 
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Step D: 

Acid 71 (120 mg, 0.32 mmol), oxaJyl chloride (0.032 mL, 44 mg, 0.35 mmol), N, N- 
dimethylfonnamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 272 (67 mg, 0.29 
ramol), NaHCOa (134 mg, 1.6 mmol), acetone (6 mL), and water (0.5 mL) were used 
according to general procedure VI. The product was purified by flash chromatography 
using 5% MeOHrCHCb as eluant to afford 269 (84 mg, 45%) as a pink solid. "H NMR 
(300 MHz, DMSOde) 5 9.15 (s, IH), 8.05 (d, J= 9 Hz, IH), 7.90 (m, 2H), 7.71 (dd, J= 3, 
9 Hz, IH), 7.65 (s, IH), 7.57 (d, J= 3Hz, IH), 7.24 (m, 2H), 7.13 (d, J= 6Hz, IH), 6.92 (s, 
IH), 6.79 (d, J=3 Hz, IH), 6.73 (dd, J= 3, 9 Hz, IH), 4.74 (s, 2H), 4.14 (t, J= 6Hz, 2H), 
3.88 (t, J= 6Hz, 2H), 2.16 (m, 2H), 2.03 (s, 3H). MS (ES): 589 (M^), 590 (M+H)^ 

Example 111 



Step A: 




To a sealed-tube reaction vessel equipped with a stir bar and nitrogen on demand was 
added 4-bromo-2-methyl aniline (0.8 g, 4.3 mmol), palladium (II) acetate (97 mg, 0.43 
mmoI)» tri-o-tolylphosphine (0.52 g, 1.72 mmol), N,N-dimethylformamide (15 mL), N- 
butylenepyrroHdine (2.7 g, 21.5 mmol), and triethylamine (4.2 mL, 3.0 g, 30.1 mmol). 
The tube was sealed and allowed to stir at 80 ®C for 18 h. When judged to be complete, 
the reaction was filtered through a pad of celite and the filtrate was poured into ethyl 
acetate and water. The organics were collected and washed with water and brine, dried 
over MgS04, filtered and the solvents were removed under reduced pressure. The product 
was purified by flash chromatography using 93:7 CHCI3: MeOH as eluant to provide 273 
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(0.2 20%) as a yellow oil. The product exists as a 2.7:1 mixture of E: Z isomers. *H 
NMR (400 MHz, DMS0-d6) 5 6.87 (m, 2H), 6.51 (m, IH), 6.18 (m, IH), 5.87 (m, IH), 
4.81 (m, 2H), 2.44 (m, 8H), 2.31 (m, 2H), 2.00 (m, 2H), 1.85 (s, 3H). MS (ES): 231 
(M+H)*. 

5 

Step B: 

Acid 71 (132 mg, 0.35 mmol), oxalyl chloride (0-034inL, 48 mg, 0.38 mmol). N,N- 
dimethylformamide (1 drop), and CH2CI2 (10 mL) were used according to general 
procedure V to afford the acid chloride. The acid chloride, aniline 273 (72 mg, 0.3 1 

10 mmol), NaHC03 (152 mg, 1.7 mmol), acetone (6 mL), and water (0.5 mL) were used 
according to general procedure VL The product was recrystallized from absolute ethanol 
to afford 272 (20 mg, 10%) as a white solid. The product exists as a 2.7:1 mixture of E:Z 
isomers. 'H NMR (400 MHz, DMSO-da) 5 9.15 (m, IH), 7.98 (m, IH), 7.85 (m, 2H), 7.65 
(m, IH), 7.51 (m, IH), 7.20 (m, 4H). 6.32 (m, IH), 6.21 (m, IH), 4.72 (s, 2H), 2.46 (m, 

15 8H), 2.31 (m, 2H). 2.04 (m, 2H), 1.65 (s, 3H). MS (ES): 590 (M+H)^. 

Example 112 



H 




F CI 

274 



20 The title compound was prepared according to General Procedure VI from acid 49 (0.5 1 
mmol) and 5-amino-2-methoxypyridine (0.04 mL, 0.44 mmol). Purification by flash 
chromatography using 25% ethyl acetate/hexane as eluant, followed by trituration with 
ether gave 274 (0.1 46 g, 77%): mp 185-187 MS (ES+) /w/z 433 (M+H); *HNMR(400 
MHz, CDCI3) 6 9.30 (s, 1 H), 8.49 (d, 1 H), 8.09 (dd, 1 H), 7.56 (dd, 1 H), 7.41-7.38 (m, 3 

25 H), 7.13-7.09 (m, 1 H), 7.05 (d, 1 H), 6.76 (d, 1 H), 4.72 (s, 2 H), 3.94 (s, 3 H). 



Example 113 
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H 




F CI 

275 



The title compound was prepared according to General Procedure VI firom acid 49 (O.S 1 
mmol) and S-ainino-2-methoxypyridine (0.05 mL, 0.44 mmol). Purification by flash 
chromatography using 25% ethyl acetate/hexane as eluant followed by trituration with 

r 

ether gave 275 (0.134 g, 70%): mp 198-200 ^C; MS (ES+) m/z 437 (M+H); NMR (400 
MHz, CDCI3) 8 9.79 (s, 1 H), 8.80 (d, 1 H), 8.30 (dd, 1 H), 7.58 (dd, 1 H), 7.41 (dd, 1 H), 
7.39-7.38 (m, 2 H), 7.32 (d, 1 H), 7.15-7.1 1 (m, 1 H), 7.07 (d, 1 H), 4.76 (s, 2 H). 
Example 114 




F CI 



The title compoimd was prepared according to General Procedure VI from acid 49 (0.51 
mmol) and indoline (0.05 mL, 0.44 mmol). Purification by flash chromatography using 
25% ethyl acetate/hexane as eluant followed by crystallization from methylene 
chloride/hexane gave 276 (0.069 g, 37%): mp 158-160 ""C; MS (ES+) m/z 428 (M+H); *H 
NMR (400 MHz, CDCI3) 6 8.14 (d, I H), 7.44-7.39 (m, 4 H), 7.22-7.18 (m, 2 H), 7.07- 
6.97 (m, 3 H), 4.70 (s, 2 H), 3.98 (t. 2 H), 3.18 (t, 2 H) ppm. 

Example lis 



H 




F CI 

277 
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The title compound was prepared according to General Procedure VI fix>m acid 49 (0.51 
mmol) and 5-amino-13-dihydro-benzo[c]thiophene-2,2-dioxide (0.081 g, 0.44 mmol). 
Purification by flash chromatography using 40-60% ethyl acetate/hexane as eluant 
followed by crystallization firom ethyl acetate gave 277 (0.080 g, 37%): mp 197-199 °C; 
5 MS (ES-) mJz 490 (M-H); *H NMR (400 MHz, CDCI3) 5 9.43 (5, 1 H), 7.92 (s, 1 H), 7.65 
(dd, 1 H), 7.57 (dd, 1 H), 7.41-7.38 (m, 3 H), 7.30 (d, 1 H), 7.15-7.10 (m, 1 H), 7.05 (d, 1 
H), 4.72 (s, 2 H), 4.39 (s, 2 H), 4.35 (s, 2 H). 
Example 116 




F CI 

10 278 

The title compound was prepared according to General Procedure VI from acid 49 (0.49 

mmo!) and 1,2,3,4-tetrahydroquinoline (0.05 mL, 0.41 mmol). Isolation by flash 
chromatography using 15% ethyl acetate/hexane as eluant followed by trituration with 
hexanes gave 278 (0.081 g, 45%) in ca. 80% purity: MS (ES+) m/z 442 (M+H), 464 
15 (M+Na); NMR (400 MHz, CDCI3) 5 7.38 (dd, 1 H), 7.33-7.31 (m, 3 H), 7.1 1-7.09 (m, 
3 H), 7.00-6.95 (m, 1 H), 6.88 (br s, 1 H), 4.73 (s, 2 H), 3.73 (br s, 2 H), 2.64 (br s, 2 H), 
1.93-1.86 (m, 2 H). 

20 Example 117 




F CI 

279 



The title compound was prepared according to General Procedure VI from acid 49 (0.49 
nmiol) and 1,2^3,4-tetrahydroisoquinoline (0.035 mL, 0.41 mmol). Isolation by flash 
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chromatography using 15% ethyl acetate/hexane as eluant followed by trituration with 
hexanes gave 279 (0.072 g, 40%) in ca 80% purity: MS (ES+) ndz 442 (M+H), 464 
(M+Na); 'H NMR (400 MHz. CDCI3) 5 7.43-7.39 (m, 1 H), 734-7.27 (m, 3 H), 7.19-7.15 
(m, 2 H), 7.13-7.08 (m, 2 H), 7.02-6.93 (m, 2 H), 4.70 (s, 2 H), 4.65 (s, 1 H), 4.46 (s, 1 H), 
3.73 (t, 1 H), 3.57 (t, 1 H), 2.81-2.75 (m, 2 H). 
Example 118 




F CI 



The title compound was prepared according to General Procedure VI from acid 49 (0.50 
mmol) and o-toluidine (0.05 mL, 0.43 xnmol). Isolation by flash chromatography using 
10% ethyl acetate/hexane as eluant gave 280 (0.121 g, 58%): MS (ES+) mJz 416 (M+H), 
438 (M+Na); MS (ES-) m/z 414 (M-H); *H NMR (400 MHz, CDCI3) 6 8.30 (br s, 1 H), 
7.71 (d, I H), 7.53 (dd, 1 H), 7.36 (d, 1 H). 7.34-7.31 (m, 2 H), 7.22-7.17 (m, .2 H), 7,09 
(app t, 1 H), 7.05 -7.01 (m, 2 H), 4.77 (s, 2 H), 2. 1 8 (s, 3 H) ppm. 

Example 119 




Step A: 

OMe 




CF3 
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282 

A mixture of trifluoro/^-cresoI (18.9 g, 1 17 mmol), potassium carbonate ( 1 6.4 g, 1 19 
mmol) and iodomethane (9.8 mL, 158 mmol) in 200 mL acetone was warmed to reflux for 
5 8.S h, then stirred at room temperature an additional 16 h. The reaction mixture was then 
concentrated in vacuo^ and the residue was partitioned between 150 mL water and 150 mL 
ethyl acetate. The aqueous layer was extracted with another 150 mL of ethyl acetate, and 
the combined organic layers were then dried over MgS04, filtered and concentrated in 
vacuo to give 282 (18.97 g, 92%): NMR (400 MHz, CDCI3) 6 7.55 (d, 2H), 6.96 (d, 2 
10 H), 3.85 (s, 3 H). 

Step B: 



OMe 




CF3 
283 



15 Bromine (4.1 mL, 79 mmol) was added dropwise to a solution of 282 (13.2 g, 75.2 mmol) 
and sodium acetate (6.48 g, 79 mmol) in 150 mL of glacial acetic acid over 35 min. The 
reaction mixture was stirred an additional 23 h at room temperature, then 10% NaHS03 
(aq) was added until the orange reaction mixture became colorless. The mixture was then 
extracted with two 150-mL portions of CH2CI2, and the combined organic layers w^e 

20 dried over MgS04, filtered and concentrated in vacuo to give 26.48 g of crude material. 
Purification by flash chromatography using 2% ethyl acetate/hexane as eluant gave 283 
(2.232 g, 12%): NMR (400 MHz, CDCI3) 6 7.79 (d, 1 H), 7.53 (dd, 1 H), 6.94 (d, 1 H), 
3.93 (s, 3 H) ppm. 

25 Step C: 



O 
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Oxalyl chloride (48 mL, 96.S mmol) was added dropwise over 1 h to a solution of 3- 
cyanob^izoic acid (5.767 g, 38.6 mmol) in 200 mL of CH2CI2 and 0.10 mL of DMF, and 
the resulting mixture was stirred at room temperature for 20 h. The reaction mixture was 
concentrated in vacuo to give 284 (8.516 g), which was used immediately without further 
purification or characterization. 

Step D: 

o 




A solution of N^O-dimethylhydroxylamine (4.90 g, 50.2 nunol) in 20 mL of triethylamine 
and 100 mL of chloroform was cooled to 0 °C, and 284 (8.52 g, 38.6 mmol) was added 
dropwise over 10 min. The resulting mixture was stirred at 0 for 10 min, then allowed 
to warm to room temperature over 1 .25 h. The reaction mixture was diluted with 1 50 mL 
ethyl acetate and washed with two 100-mL portions of water and a small portion of brine. 
The organic layer was then dried over MgS04, filtered, and concentrated in vacuo to give 
285 (6.381 g, 90%): 'H NMR (400 MHz, CDCI3) 5 8.02 (s, 1 H), 7.95 (d, 1 H), 7.75 (d, 1. 
H), 7.55 (dd, 1 H), 3.54 (s, 3 H), 3.39 (s, 3 H). 

Step £: 

O OMe 




CN CF3 
286 



w-Butyl lithium (7.7 mL of 1 .6 M solution in hexanes) was added dropwise to a solution of 
283 (2.735 g, 1 0.7 mmol) in 40 mL of ether at -78 °C over 1 5 min. The reaction mixture 
was stirred at -78 for an additional 15 mm, then a.solution of 285 {2.24 g, 1 1 .8 mmol) 
in 1 5 mL of ether was added dropwise over 20 min. The resulting mixture was stirred for 
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1 h at -78 ^C, then allowed to warm to room temperature and continue stirring for 4.67 h. 
The reaction mixture was quenched with the slow addition of 20 mL of water, stiired open 
to air for 45 minutes, and partitioned between 100 mL of ether and 1 00 mL of water. The 
organic layer was dried over MgS04, filtered and concentrated in vacuo to give 4.036 g of 
an orange liquid. Purification by flash chromatography using 5-10% ethyl acetate/hexane 
as eluant gave 286 (1 .850 g, 57%) as a white soHd: *H NMR (400 MHz, CDCI3) 5 8.0N 
7.99 (m, 2 H), 7.83 (d, 1 H), 7.78 (d, 1 H), 7.67 (s, 1 H), 7.59 (dd, 1 H), 7.08 (d, 1 H), 3.76 
(s, 3 H). 

Step F: 

O OH 




CN CF3 
287 

The title compound (1.781 g, 100%) was prepared according to General Procedure IX 
fit)m the anisole derivative 286 (1.805 g, 5.91 mmol). This intermediate was used without 
further purification: *H NMR (400 MHz, CDCI3) 8 1 1 .99 (s, 1 H), 7.97 (s, 1 H), 7.92 (d, 1 
H), 7.87 (d, 1 H), 7.77 (dd, 1 H), 7.73 (s, 1 H), 7.69 (t, 1 H), 7.21 (d, 1 H). 

Step 6: 




CN CF3 
288 



The title compound (2.196 g, 100%) was prepared according to General Procedure II from 
the phenol derivative 287 (1.78 g, 5.91 mmol). This intermediate was used without further 
purification; NMR (400 MHz, CDCI3) 6 8.13 (s, 1 H), 8.09 (d, 1 H), 7.82 (d, 1 H), 7.74 
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(d, 1 H), 7.73 (s. 1 H), 7.58 (t, 1 H), 6.90 (d, 1 H), 4.58 (s, 2 H), 4.20 (q, 2 H). 1.24 (t, 3 
H). 

Step H: 




CN CF3 
289 



The title compound (1.758 g, 85%) was prepared according to General Procedure EI fiom 
the ester derivative 288 (2.2 g, 5.91 mmol). This intermediate was used vwthout further 
purification: 'H NMR (400 MHz, CDCI3) 6 8.18 (s. 1 H), 8.1 1 (d, 1 H), 7.90 (d, 1 H), 7.78 
(dd. 1 H), 7.69 (d, 1 H), 7.64 (t, 1 H). 7.12 (d, 1 H), 4.86 (s, 2 H). 

ft 

Step I: 




CN CF3 
290 



The title compound (0.432 g) was prepared according to General Procedure V fiom the 
acid derivative 289 (0.345 g, 0.99 mmol). This intermediate was used immediately 
without further purification or characterization. 

Step J: 

Compound 281 was prepared according to the General Procedure VI torn the acid 
chloride 290 (0.49 mmol) and the aniline derivative 466 (0.076 g, 0.41 mmol). 
purification by flash chromatography using 1% methanol/methylene chloride as eluant 
gave 281 (0.113 g, 53%): MS (ES+) m/z 5 1 6 (M+H); 'h NMR (400 MHz, DMSO-do) 5 
9.48 (s, 1 H), 8.20 (s, 1 H), 8.10-8.06 (m, 2 H), 7.94 (dd, 1 H), 7.80 (d, I H), 7.70 (app t, 1 
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H), 7.65-7.62 (m, 2 H), 7.57 (dd, 1 H), 7.36 (d, 1 H), 7.24 (s, 2 H), 4.90 (s, 2 H), 2.17 (s, 3 
H). 

Example 120 




CN CF3 

291 



Compound 291 was prepared according to General Procedure VI firom the acid chloride 
290 (0.49 mmol) and the aniline derivative 210 (0.060 g, 0.41 mmol). Purification by 
flash chromatography using 1-3% methanol/methylene chloride, followed by 
10 crystallization from methylene chloride/hexane gave 291 (0.046 g, 20%): MS (ES+) m/z 
479 (M+H); MS (ES-) m/z 477 (M-H); *H NMR (400 MHz, CD3OD) 5 8.18 -8.16 (m, 2 
H), 8.07 (d, 1 H), 7.94-7.89 (m, 2 H), 7.79 (d, 1 H), 7.65 (app t, 1 H), 7.62 (s, 1 H), 7.44- 
7.41 (m, 2 HX 4.85 (s, 2 H), 2.20 (s, 3 H). 

15 Example 121 



Step 



20 




293 
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A mixture of 4.methyl.3-nitn)pyridme (1 .102 g, 7.24 mmol) and 10% palladium on carbon 
(0.096 g) in 20 mL of methanol was stirred at room temperature under an atmosphere of 
49 psi hydrogen gas for 2 h. The reaction mixture was then filtered through Celite and 
concentrated in vacuo to give 293 (0.849 g, quant.): NMR (400 MHz, CDCI3) 5 8.00 
(s, 1 H), 7.92 (d, 1 H), 6.93 (d, 1 H), 3.59 (br s, 2 H), 2.14 (s, 3 H). 

Step B: 

Compound 292 was prepared according to the General Procedure IV from the acid 71 
(0.188 g, 0.5 mmol) and the aminopyridyl dmvative 293 (0.065 g, 0.6 mmol). 
Purification by flash chromatography using 0.5-2% methanol/methylene chloride as eluant 
gave 292 (0.071 g, 30%) as a white solid: MS (ES-i-) m/z 467 (M+H); MS (ES-) m/z 465 
(M-H); NMR (400 MHz, CDCI3) 6 8.84 (s, 1 H), 8.65 (s, 1 H), 8.35 (d, 1 H), 7.88 (s. 1 
H), 7.70 (d, 1 H), 7.62-7.58 (m. 2 H), 7.40 (d, 1 H), 7.16 (d, 1 H), 7.10 (d, 1 H), 4.76 (s, 2 
H), 226 (s, 3 H) ppm. 

Example 122 



Step A: 




H 

295 



A mixture of 3-methyl-4-nitroaniline (1 .052 g, 6.91 mmol) and triethylamine (1.16 mL, 
8.29 mmol) in 20 mL of methylene chloride was cooled to 0 ""C and acryloyl chloride 
(0.62 mL, 7.61 mmol) was added dropwise over 5 min. The resulting mixture was stirred 
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an additional 1.5 h at 0 **C, then diluted with 35 mL of methylme chIoride» washed with 
brine, dried over MgS04, filtered, and concoitrated in vacuo to give 295 (1.941 g) which 
was used without further purification: *H NMR (400 MHz, CDCI3) 6 8.52 (br s, 1 H), 8.01 
(d, 1 H), 7.75 (d, 1 H), 7.65 (dd. 1 H), 6.49-6.40 (m, 2 H), 5.78 (dd, 1 H), 2.60 (s, 3 H). 



StepB: 




H I I 



296 

A mixture of compound 295 (6.91 mmol) and morpholine (0.63 mL, 7.26 mmol) in 25 mL 
of ethanol was wanned to reflux for 2.3 h. The reaction mixture was then concentrated in 
vacuo^ suspended in ethyl acetate, and filtered. The filtrate was concentrated in vacuo^ 
dissolved in ethyl acetate, and allowed to crystallize. The crystalline impurity was 
removed by filtration, and the filtrate was concentrated in vacuo to give 296 (1 .767 g, 
87%): NMR (400 MHz. CDCI3) 6 1 1 .24 (br s, 1 H), 8.03 (d, 1 H), 7.54 (d, 1 H), 7.43 
(dd, 1 H), 3.84-3.82 (m, 4 H), 2.76-2.73 (m, 2 H), 2.64 (br s, 4 H), 2.62 (s, 3 H), 2.58-2.55 
(m, 2.H)ppm. 
Step C: 




H 



297 

A mixture of compound 296 (0.202 g, 0.69 mmol) and 10% palladium on carbon (0.018 g) 
in 10 mL of methanol was stirred at room temperature under an atmosphere of 53 psi 
hydrogen gas for 2.1 7 h. The reaction mixture was then filtered through Celite and 
concentrated in vacuo to give 297 (0.192 g, quant.): 'H NMR (400 MHz, CDCI3) 5 10.44 
(br s, 1 H). 7.38 (s, 1 H), 7.27 (dd, 1 H), 6.76 (s, 1 H), 3.97-3.92 (m, 4 H), 2.91-2.83 (m, 2 
H), 2.77-2.72 (m, 4 H), 2.66-2.62 (m, 2 H), 2.25 (s, 3 H). 
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Step D: 

Compound 294 was prepared according to the General Procedure VI from the acid 
chloride 49 (0.5 mmol) and the aniline derivative 297 (0.180 g, 0.68 rmnol). Purification 
by flash chromatography using 1-2% methanol/methylene chloride as eluant gave 294 
(0.203 g, 71%): MS (ES-) m/z 570 (M-H); NMR (400 MHz, CDClj) 6 10.64 (s, 1 H), 
8.27 (s, 1 H), 7.57 (d, 1 H), 7.52-7.48 (m, 2 H), 7.35 (d, 1 H), 7.31-7.30 (m, 2 H), 7.22- 
7.20, (d, 1 H), 7.04-7.00 (m, 2 H), 4.64 (s, 2 H). 3.77 (br s, 4 H), 2.71-2.68 (m, 2 H). 2.57 
(br s, 4 H), 2.50-2.47 (m, 2 H), 2.14 (s, 3 H). 

Example 123 



Step A: 




299 



A mixture of 5-fluoro-2-nitrotoIuene (0.24 mL, 2.0 mmol), l-(3-aminopropyl)-imida2ole 
(0.41 mL, 3.4 mmol), and sodium bicarbonate (0.302 g, 3.6 mmol) in 5 mL of pyridine 
and 0.5 mL of water was heated to reflux for 3 h. The reaction mixture was then 
partitioned between 50 mL of water and 50 mL of ethyl acetate. The organic layer was 
concentrated to give a yellow solid, which was purified by crystallization fi-om ethyl 
acetate/hexane to provide 299 (0.255 g, 49%): *H NMR (400 MHz, CDCI3) 5 7.92 (d, 1 
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H), 7.60 (s, 1 H), 7.16 (s, 1 H), 7.08 (t, 1 H), 6.87 (s, 1 H), 6.47 (dd. 1 H), 6.40 (d. 1 H), 
4.04-3.98 (m, 2 H)» 3.06-3.01 (m, 2 H), 2.47 (s, 3 H). 1 .98-1 .91 (m, 2 H). 



Step B: 




300 



A mixture of compound 299 (0.233 g, 0.90 mmol) and 10% palladium on carbon (0.020 g) 
in 20 mL of methanol was stirred at room temperature under an.atmosphere of S3 psi 
hydrogen gas for I h. The reaction mixture was then filtered through Celite and 
10 concentrated in vacuo to give 300 (0.166 g, 80%): *H NMR (400 MHz, CDCI3) 5 7.48 (s, 
1 H), 7.07 (s, 1 H), 6.92 (s, 1 H), 6.58 (d, I H), 6.40 (d, 1 H), 6.36 (dd, 1 H), 4.08 (t, 2 H), 
3.49-3.48 (m, 1 H), 3.26 (br s, 2 H), 3.08-3.05 (m, 2 H), 2.13 (s, 3 H), 2.08-2.02 (m, 2 H). 

Step C: 

15 

Compound 298 was prepared according to the General Procedure IV from the acid 49 
(0.196 g, 0.6 mmol) and the aniline derivative 300 (0.155 g, 0.67 mmol). Purification by 
flash chromatography using 2% methanol/methylene chloride as eluant gave 298 (0.219 g, 
68%): MS (ES+) m/z 539 (M+H); MS (ES-) m/z 537 (M-H); NMR (400 MHz, CDCI3) 
20 8 8.08 (s, 1 H), 7.55 (dd, 1 H), 7.49 (s, 1 H), 7.39 (d, 1 H), 7.35-7.31 (m, 2 H), 7.30 (d, 1 
H), 7.08 (s, 1 H), 7.06-7.01 (m, 2 H), 6.93 (s, 1 H), 6.43-6.40 (m, 2 H), 4,67 (s, 2 H), 4.09- 
4.06 (m, 2 H), 3.54 (br s, 1 H), 3.1 1 (t, 2 H), 2.1 1-2.06 (m, 5 H). • 



25 Example 124 
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Step A: 




302 

A mixture of 5-fluoro-2-nitrotoluene (0.37 mL, 3.0 mmol), NJJ-diethyl-1,3- 
propanediamine (0.80 mL, 5. 1 mmol), and sodium bicarbonate (0.454 g, 5.4 mmol) in 7.5 
mL of pyridine and 0.75 mL of water was heated to reflux for 3 h. The reaction mixture 
was stirred at room temperature an additional 3 h, then partitioned between 50 mL of 
water and 50 mL of ethyl acetate. The aqueous layer was extracted with an additional 20 
mL of ethyl acetate, and the combined organic layers were then dried over MgS04, 
filtered, and concentrated in vacuo to give 0.833 g of crade material. Purification by flash 
chromatography using 1-5% methanol/methylene chloride as eluant gave 302 (0.742 g, 
93%): NMR (400 MHz, CDCI3) 5 8.06 (d, 1 H), 6.66 (br s, 1 H), 6.34 (dd, 1 H), 6.27 
(d, 1 H), 3.29-3.25 (m, 2 H), 2.61 (s, 3 H), 2.60-2.51 (m, 6 H), 1.81-1.75 (m, 2 H), 1.06 (t, 
6H). 
Step B: 

303 

A mixture of compound 302 (0.730 g, 2.75 mmol) and 10% palladium on carbon (0.070 g) 
in 20 mL of methanol was stirred at room temperature under an atmosphere of 55 psi 
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PCT/EP0O/084S7 



hydrogen gas for 1 . 1 7 h. The reaction mixture was then filtered through Celite and 
concentrated in vacuo to give 303 (0.581 g, 90%): NMR (400 MHz, CDCI3) 5 6.57 (d, 
1 H), 6.42-6.37 (m, 2 H), 3.1 1-3.08 (m, 2 H), 2.54-2.49 (m, 6 H), 2.14 (s, 3 H), 1.78-1.71 
(m,2H), 1.03(t,6H). 

5 

Step C: 

Compound 301 was prq)ared according to the General Procedure IV from the acid 49 
(0.196 g, 0.6 mmol) and the aniline derivative 303 (0.158 g, 0.67 mmol). Purification by 

] 0 flash chromatography using 3% methanoI/0. 1 % triethy lamine/methy lene chloride as 

eluant, followed by crystallization fi^om ethyl acetate/hexane gave 301 (0.1 13 g, 35%): MS 
(ES+) m/z 544 (M+H); MS (ES-) m/z 542 (M-H); NMR (400 MHz, CDCb) 5 7.96 (br 
s, 1 H), 7.54 (dd, 1 H), 7.39 (d, 1 H), 7.34-7.31 (m, 2 H), 7.25 (d, 1 H), 7.05-6!99 (m, 2 H), 
6.43-6.41 (m, 2 H), 4.65 (s, 2 H), 3.15 (t, 2 H), 2.57-2.52 (m, 6 H), 2.07 (s, 3 H), 1 .80-1.73 

15 (m,2H), 1.05(t,6H). 

Example 125 




F CI 

304 

20 

Step A: 




305 

A mixture of 5-fluoro-2-njtrotoluene (0.37 mL, 3.0 nunol)> l-(3-aminopropyl)pyrTolidine 
25 (0.64 mL, 5.1 mmol), and sodium bicarbonate (0.454 g, 5.4 mmol) in 7.5 mL of pyridine 
and 0.75 mL of water was heated to reflux for 3 h. The reaction mixture was stirred at 
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room tempoature an additional 3 h, then partitioned between 50 mL of wat^ and 50 mL 
of ethyl acetate. The aqueous layer was extracted with an additional 20 mL of ethyl 
acetate, and the combined organic layers were thai dried over MgS04, filtwed, and 
concentrated in vacuo to give 0.758 g of cmde material. Purification by flash 
chromatography using 0.5-10% methanol/methylene chloride as eluant gave 305 (0.595 g, 
75%): NMR (400 MHz. CDCI3) 6 8.06 (d, 1 H), 6.35 (dd, 1 H), 6.29 (d, 1 H), 6.09 (br 
s, 1 H), 3.30-3.26 (m, 2 H), 2.65-2.62 (m, 2 H), 2.61 (s, 3 H), 2.58-2.52 (m, 4 H), 1.86- 
1.78 (m,6H). 
Step B: 




306 

A mixture of compound 305 (0.590 g, 2.24 mmol) and 10% palladium on carbon (0.060 g) 
in 20 mL of methanol was stirred at room temperature under an atmosphere of 60 psi 
hydrogen gas for 1 .33 h. The reaction mixture was then filtered through CeHte and 
concentrated in vacuo to give 306 (0.520 g, 99%): *H NMR (400 MHz, CDCh) 5 6.57 (d, 

1 H), 6.42 (d, 1 H), 6.39 (dd, 1 H), 3.23 (br s, 2 H), 3.12 (t, 2 H), 2.56 (t, 2 H). 2.53-2.48 
(m. 4 H), 2.13 (s, 3 H), 1.84-1.75 (m, 6 H) ppm. 

Step C: 

Compound 304 was prepared according to the General Procedure IV fi^om the acid 49 
(0.196 g, 0.6 mmol) and the aniline derivative 306 (0.156 g, 0.67 mmol). Purification by 
flash chromatography using 3% methanol/0.1% triethylamine/methylene chloride as 
eluant, followed by crystallization from ethyl acetate/hexane gave 304 (0.064 g, 20%): MS 
(ES+) m/z 542 (M+H); 'H NMR (400 MHz, CDCI3) 5 7.98 (s, 1 H), 7.54 (dd, 1 H), 7.39 
(d, 1 H), 7.36-7.31 (m, 2 H), 7.26 (s, 1 H), 7.05-7.00 (m, 2 H), 6.44-6.42 (m, 2 H), 4.65 (s, 

2 H), 3.18 (t, 2 H), 2.65-2.59 (m, 6 H), 2.07 (s, 3 H), 1.87-1.79 (m. 6 H). 



Example 126 
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Step A: 



5 




308 



A mixture of 5-fluoro-2-nitrotoluene (0.24 mL, 2.0 mmol), 4-(3-ammopropyl)morpholine 
(0.50 ixiL, 3.4 mmol), and sodium bicarbonate (0.302 g, 3.6 mmol) in 5 mL of pyridine 
and 0.5 mL of water was heated to reflux for 1 h. The reaction mixture was then 

10 partitioned between 50 mL of water and 50 mL of ethyl acetate, and the organic layer was 
dried over MgS04, filtered, and concentrated in vacuo to give 0.493 g of crude material. 
Purification by flash chromatography using 1% methanol/methylene chloride as eluant 
gave 308 (0.279 g, 50%): *H NMR (400 MHz, CDCI3) 5 8.06 (d, 1 H), 6.38 (dd, 1 H), 
6.31 (s, 1 H), 5.92 (br s, 1 H), 3.77-3.75 (m,4 H), 3.31-3.27 (m, 2 H), 2.6 (s, 3 H), 2.54- 

15 2.50 (m, 6 H), 1.85-1.79 (m, 2 H). 
Step B: 




309 

20 A mixture of compound 308 (0.266 g, 0.95 mmol) and 10% palladium on carbon (0.020 g) 
in 5 mL of methanol was stirred at room temperature under an atmosphere of 60 psi 
hydrogen gas for 2 h. The reaction mixture was then filtered through Celite and 
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concentrated in vacuo to give 309 (0.229 g, 97%): *H NMR (400 MHz, CDQa) 5 6.58 (d, 
1 H), 6.43 (d, 1 H), 639 (dd, 1 H), 3 J4-3.72 (m, 4 H), 3.14-3.1 1 (m, 2 H), 2.48-2,45 (m. 6 
H), 2.14 (s, 3 H), 1 .81-1 .75 (m, 2 H). 

Step C: 

Compound 307 was prepared according to the Genial Procedure IV 6om the acid 49 
(0.092 g, 0.28 nrniol) and the aniline derivative 309 (0.070 g, 0.28 mmol). Purification by 
flash chromatography using 3% methanol/0.1% triethylamine/methylene chloride as eluant 
gave 307 (0.101 g, 65%): MS (ES+) m/z 558 (M+H); 'H NMR (400 MHz, CDQa) 6 8.00 
(s, 1 H), 7.54 (dd, 1 H), 7.40-6.72 (m, 6 H), 6.62 (d, 1 H), 6.45-6.42 (m, 2 H), 4.66 (s, 2 
H), 3.75-3.61 (m, 4 H), 3.17 (t, 2 H), 2.49-2.25 (m, 6 H), 2.08 (s, 3 H), 1.82-1.51 (m, 2 H). 

Example 127 




CF3 CI 

310 



Step A: 




O2 

311 



A mixture of sulfonyl chloride 464 (1.10 g, 4.4 mmol), ethylamine (3.3 mL of 2.0 M THF 
solution, 6.6 mmol), and pyridine (0.39 mL, 4.8 mmol) in 50 mL of methylene chloride 
was stirred at room temperature for 1 1 d. The reaction mixture was then diluted with 50 
mL of water and filtered to give 0.605 g of crude material. Crystallization firom methanol 
gave 311 (0.425 g, 38%): *H NMR (400 MHz, CDCI3) 6 9.40 (s, 1 H), 7.73 (d, 1 H), 7.58 
(d, 1 H), 7.53 (dd. 1 H), 7.39 (t, 1 H), 2.75-2.68 (m, 2 H), 2.26 (s, 3 H), 2.07 (s, 3 H), 0.93 
(t,3H). 
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StepB: 




O2 

312 



A mixture of compound 311 (0.308 g, 1.2 mmol), 1.5 M HCl (2.5 mL), and ethanol (12 
mL) was heated to 80 ^'C for 18 h, then stiired at room temperature an additional 1 h. The 
reaction mixture was poured into 50 mL saturated NaHCOs (aq) and extracted with two 
30-mL portions of methylene chloride. The combined organic layers were dried over. 
MgS04, filtered and concentrated in vacuo to give 312 (0.337 g), which was used without 
further purification: *H NMR (400 MHz, CDCI3) 5 7.54 (m, 2 H), 6.68 (d, 1 H), 4.29 (t, 1 
H), 4.07 (br s, 2 H). 3.00-2.93 (m, 2 H), 2.18 (s, 3 H), 1 .10 (t, 3 H). 

Step C: 

Compound 310 was prepared according to the General Procedure IV from the acid 71 
(0.188 g, 0.5 mmol) and the aniline derivative 312 (0.169 g, 0.6 mmol). Purification by 
flash chromatography using 15-25% ethyl acetate/hexane as eluant gave 310 (0.016 g, 
6%): MS (ES+) m/z 573 (M+H); MS (ES-) m/z 571 (M-H); NMR (400 MHz, CDCI3) 5 
8.67 (s, 1 H), 8.08 (d, 1 H), 7.88 (s, 1 H), 7.69 (m, 3 H), 7.59 (dd, 2 H). 7.38 (d, 1 H), 7.09 
(d, 1 H), 4.74 (s, 2 H), 3.03-2.95 (m, 2 H), 2.3 1 (s, 3 H), 1 . 1 1 (t, 3 H). 

Example 128 




313 

Step A: 
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314 

A mixture of sulfonyl chloride 464 (1.10 g, 4.4 mmol), cyclopropylamine (0.46 mL, 6.6 
nimol)» and pyridine (039 mL, 4.8 mmol) in 50 mL of methylene chloride was stiired at 
room t^npoature for 6 d. The reaction mixture was then filtered to give 0.800 g of crude 
material. Ciystallization from methanol gave 314 (0.329 g, 28%): NMR (400 MHz, 
CDCI3) 5 9.41 (s, 1 H), 7.78 (s, 1 H), 7.77-7.60 (m, 2 H), 7.56 (dd, 1 H), 2.27 (s, 3 H), 
2.08 (s, 3 H), 2.06-2.03 (m, 1 H), 0.45-0.42 (m, 2 H), 0.36-0.34 (m, 2 H). 



10 Step B: 




315 

A mixture of compound 314 (0.324 g, 1.2 mmol), 1.5 M HCl (2.5 mL), and ethanol (12 
mL) was heated to 80 for 1 8 h, th^ stirred at room temperature an additional 1 h. The 
15 reaction mixture was poiu-ed into 25 mL saturated NaHCOs (aq) and extracted with two 
25-mL portions of methylene chloride. The combined organic layers were dried over 
^^gS04, filtered and concentrated in vacuo to give 315 (0.256 g, 94%), which was used 
without further purification: 'H NMR (400 MHz, CDCI3) 6 7.57-7.55 (m, 2 H), 6.69 (d, 1 
H), 4.81 (br s, 2 H), 2.22-2.19 (m, 4 H), 0.59-0.55 (m, 4 H). 

20 

Step C: 

Compound 313 was prepared according to the General Procedure IV from the acid 71 
(0. 1 88 g, 0.5 mmol) and the aniline derivative 31 5 (0.1 24 g, 0.55 mmol). Purification by 
flash chromatography using 15-25% ethyl acetate/hexane as eluant gave 313 (0.026 g, 
25 9%): MS (ES+) m/z 585 (M+H); MS (ES-) m/z 583 (M-H); *H NMR (400 MHz, CDCI3) 5 
8.68 (s, 1 H), 8.12 (d, 1 H), 7.88 (s, 1 H), 7.75-7.71 (m, 3 H), 7.59 (dd, 2 H), 7.47-7.43 (m. 
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1 H). 7.38 (d, 1 H), 7.08 (d, 1 H), 4.75 (s, 2 H), 2.32 (s, 3 H), 2.25-2.19 (m, 1 H), 0.63- 
0.57 (m, 4 H). 

Example 129 




CF3 CI 



Step A: 




O2 

317 

A mixture of sulfonyj chloride 464 (1.10 g, 4.4 mmol), pyrrolidine (0.55 mL, 6.6 mmol), 
and pyridine (0.39 mL, 4.8 mmol) in 50 mL of methylene chloride was stirred at room 
tonperature for 6 d. The reaction mixture was then filto^ and the filter cake was 
washed with methylene chloride and methanol and dried with a vacuum piunp to give 317 
(0.696 g, 56%): 'H NMR (400 MHz, CDCI3) 8 9.39 (s. I H), 7.82 (d, 1 H), 7.60 (d, 1 H), 
7.55 (dd, 1 H), 3.10-3.07 (m, 4 H), 2.28 (s, 3 H), 2.09 (s, 3 H), 1.64-1.58 (m. 4 H). 

Step B: 




Pz 

318 



A mixture of compound 317 (0.690 g, 2.44 mmol), 1 .5 M HCl (5.0 mL), and ethanol (25 
mL) was heated to 80 °C for 1 8 h, then stirred at room temperature an additional 7 h. The 
reaction mixture was filtered to give 318 (0.369 g, 63%): 'H NMR (400 MHz, CDCI3) 5 
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7.29-7.26 (m, 2 H), 6.64 (d, 1 H), 5.73 (br s, 2 H), 3.01-2.98 (m, 4 h), 2.05 (s, 3 H), 1 .60- 
1.56(111, 4 H). 

Step C: 

Compound 316 was prtyared according to the General Procedure IV torn the acid 71 
(0.188 g, 0.5 minol) and the aniline derivative 318 (0.132 g, 0.55 nunol). Purification by 
flash chromatogr^hy using 15-25% ethyl acetate/hexane as eluant gave 316 (0.013 g, 
4%): MS (ES+) m/z 599 (M+H); MS (ES-) m/z 597 (M-H); NMR (400 MHz, DMSO- 
de) 5 9.36 (s, 1 H), 7.97-7.01 (m, 9 H), 4.78 (s, 2 H), 3.08-3.04 (m, 4 H), 2.15 (s, 3 H), 
1.59-1.56 (m, 4 H). 




CI 
320 

Carboxylic acid 105 (5 g, 17 mmol), methylene chloride (90 mL), and thionyl chloride 
(13.2 mL, 18 mmol) were used as described in general procedure XV to afford 320 as an 
orange oil (5.31 g). The crude product was used without ftolher purification. 




321 

4'-Chloro-5-fluoro-2-hydroxybenzophenone (Lancaster, 5 g, 20 mmol), potassium 
caibonate (13.8 g, 100 mmol), ethyl bromoacetate (2.5 mL, 23 mmol), and acetone (200 
mL) were used as in general procedure II to afford 321 as an orange/off- white solid (6.72 
g, crude material). NMR (DMSO-d6, 300 MHz) 5 1 .2 (t, 3H), 4.1 (m, 2H), 4.75 (s, 2H). 
7.15 (dd, IH), 7.3 (dd, IH), 7.35-7.4 (m, IH), 7.6 (d, 2H), 7.8 (d, 2H). 
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322 

Ester 321 (6.72 g, 20 mmolX ethanol (80 mLX water (20 mL), and lithium hydroxide 
monohydrate (1 g, 24 imnol) were used as in general procedure III to afiford caiboxylic 
acid 322 as ofT-white solid (6.S6 g, crude material). NMR (DMSO-de, 300 MHz) 6 4.7 
(s, 2H), 7.1 (d, IH), 73 (d, IH), 7.4 (m, IH), 7.6 (d, 2H), 7.8 (d, 2H), 13 (bs, IH); MS 
(ES") m/z 307 (M-H)'. 



10 



15 




323 

Into a round-bottom flask were placed acid 322 (3 g, 10 mmol) and thionyl chloride (51 
mL of a 2N solution in methylene chloride, 1 02 mmol). After refluxing for 1 1/2 h, the 
mixture was concentrated in vacuo to give 323 as a dark puiple oil, which was used 
without characterization or purification. 



20 



Example 130 





324 

3-Methoxy-5-(trifluoromethyl)aniline (Aldrich, 0.309 g, 1 .62 mmol), NEta (0.23 mL, 1 .65 
25 mmol), acetonitrile (5 mL), and acid chloride 320 (0.5 g, 1 .62 nmiol) in acetonitrile (7 
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inL) were used as in g^eiai procedure X. The product was purified by flash 
chroinatogrq>hy using a gradient between 9:1 and 4:1 hexanesrethyl acetate to afford 324 
as an off-white solid (0.17 g, 23%). 'H NMR (DMSO-de, 300 MHz) 8 3.8 (s, 3H), 4.7 (s, 
2H), 7 (s, IH), 7.2 (d, IH). 7.4 (s, IH), 7.5 (m. 4H). 7.6 (m. 2H). 7.8 (d. 2H), 10 (s, IH); 
MS (ES") m/z 462 (M-H)". 



Example 131 



H 




CI 

325 

4-(N-Methylpiperazmyl)aniline (Biomet Research Ltd., 0.237 g, 1.24 mmol), NEt3 (0.26 
mL, 1.87 imnol), acetonitdle (5 mL), and acid chloride 320 (0.38 g, 1.24 mmol) in 
acetonitrile (2 mL) were used as in general procedure X. The product was purified by 
flash chromatography using a gradient between 49: 1 and 24: 1 methylene 
chloridermethanol to aflFord 325 as a yellow solid (0. 16 g, 27%). *H NMR (DMSO-dfi, 300 
MHz) 5 2.2 (s, 3H), 2.4 (t, 4H), 3.1 (t, 4H), 4.7 (s, 2H), 6.9 (d, 2H), 7.2 (d, 2H), 7.3 (d, 
2H), 7.5 (s, IH), 7.55 (t, 2H), 7.6-7.7 (m, 2H), 7.8 (d, 2H) 9.5 (s, IH); MS (ES^) m/z 462 
(M-H)\ 



Example 132 

H 




CI 

326 



4-Aminophenyl acetonitrile (Aldrich, 0.214 g, 1.62 nrunol), NEts (0.23 mL, 1.65 mmol), 
acetonitrile (5 mL), and acid chloride 320 (0.5 g, 1 .62 nmiol) in acetonitrile (7 mL) were 
used as in general procedure X. The product was purified by flash chromatography using 
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7:3 hexanes:ethyl acetate with 0.01% NEts to afford 326 as an orange solid (0.26 g, 40%). 
'H NMR (DMSO-di, 300 MHz) S 4 (s, 2H), 4.7 (s, 2H), 7.2 (d, IH), 7.3 (d, 2H), 7.45 (s, 
IH), 7.5-7.6 (m, 4H), 7.65 (m, 2H). 7.8 (d, 2H), 9.9 (s, IH); MS (ES-) m/z 403 (M-H)'. 



Example 133 




H 



. CI 

327 

Procaine (ICN, 0.382 g, 1.62 mmoIXNEts (0.23 mL, 1.65 mmol), acetonitrile (5 mL), and 
acid chloride 320 (0.38 g, 1.24 mmol) in acetonitrile (5 mL) were used as in gen^ 
procedure X. The product was purified by flash chromatogrq>hy using 24: 1 methylene 
chloride:methanol to afford 327 as an off-white solid (0.037 g, 4.5%). 'H NMR (DMSO- 
dfi, 300 MHz) 6 1 (t, 6H), 2.8 (bs, 2H), 4.3 (bs, 2H), 4.8 (bs, 2H), 7.2 (d, IH), 7.5-7.7 (m, 
8H), 7.8 (d, 2H), 7.9 (d. 2H), 10.2 (s, IH); MS (AP*) m/z 509 (M+H)*. 



Example 134 



H 

o 

OH 




4-Amino benzyl alcohol (Fluka, 0.2 g, 1.62 mmol), NEt3 (0.23 mL, 1.65 mmol), 
acetonitrile (5 mL), and acid chloride 320 (0.5 g, 1.62 mmol) in acetonitrile (5 mL) were 
used as in general procedure X. The product was purified by flash chromatography using 
4:1 hexanesrethyl acetate to afford 328 as a dark yellow solid (0.06 g, 10%). 'H NMR 
(DMSO-d6, 300 MHz) 5 4.45 (d, 2H), 4.7 (s, 2H), 5.1 (t, IH), 7.2 (t, 3H), 7.45 (t, 3H), 
7.55 (t, 2H), 7.6 (t, 2H), 7.8 (d, 2H), 9.7 (s, IH); MS (ES^) m/z 394 (M-H) . 



Example 135 
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CI 
329 



2-MoTpholinoamline (Lancaster, 0.288 g, 1 .62 mmol), NEta (0.23 mL, 1 .65 mmol), 
acetonitrile (5 mL), and acid chloride 320 (0.5 g, 1 .62 mmol) in acetonitrile (5 mL) were 
used as in general procedure X. The product was purified by flash chromatography using 
a gradient between 9:1 and 4:1 hexanes:ethyl acetate to afford 329 as an ofF-white soUd 
(0.082 g, 11%). NMR (DMSade, 400 MHz) 5 2.65 (s, 4H), 3.5 (s, 4H), 4.7 (s, 2H), 
7.1 (t, 2H), 7.15 (s, IH), 7.3 (d, IH), 7.4 (t, 2H), 7.5 (m, 2H), 7.6 (d, IH), 7,7 (d, 2H), 7.9 
(s, IH). 8.7 (s, IH); MS (ES^ m/z 451 (M+H)^ 

Example 136 

H 




330 

Sulfanilamide (Aldrich, 0.263 g, 1 .53 mmol), NEta (0.23 mL, 1.65 mmol), acetonitrile (5 
mL), and acid chloride 323 (0.5 g, 1 .53 mmol) in acetonitrile (5 mL) were used as in 
general procedure X. The reaction mixture was concentrated under reduced pressure, 
triturated with methylene chloride, ethyl acetate, hexanes, and methanol, and filtered. The 
resulting solid was washed with diethyl ether and ethyl acetate to give an off-white solid, 
which was triturated with water and filtered to give 330 as an off>white solid (0.078 g, 
1 1%). 'H NMR (DMS0-d6, 400 MHz) 6 4.7 (s, 2H), 7.15 (dd, IH), 7.2 (s, 2H), 7.25 (d. 
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IH), 7.35 (t, IH), 7.5 (d, 2H), 7.65 (d, 2H), 9.87 (bs, 2H), 10.25 (s, IH); MS (ES") m/z 461 
(M-H)'. 



Example 137 



H 





331 

Sulfamethoxazole (Aldrich, 0.424 g, 1.67 mmol), NEta (0.25 mL, 1.79 mmol), acetonitrile 
(5 mL), and acid chloride 320 (0.52 g. 1.68 mmol) in acetonitrile (5 mL) were used as in 
general procedure X. The product was purified by flash chromatography using 3:2 
hexanes:ethyl acetate as elutant to afford 331 as an off-white solid (0,021 g, 2.4%). 
NMR (DMSO-dfi, 400 MHz) 5 2.3 (s, 3H), 4.7 (s, 2H), 6.1 (s, IH), 7.15 (d, IH), 7.4 (s, 
IH), 7.45 (d, 2H), 7.55 (m, 2H), 7.7 (d, 2H), 7.8 (d, 4H), 10.3 (s, IH), 1 1.3 (s, IH); MS 
(ES") m/z 524 (M-H)\ 



Example 138 



Step A: 



H 




332 



O 
...N 



333 



4-Nitro-bromobenzene (Aldrich, 10.31 g, 51 mmol) in pyridine (85 mL), sodium 
bicarbonate (7.5 g, 89 mmol), and water (3 mL) were used as in general procedure XI to 
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10 



20 



25 



afford 333 as a yellow crystalline solid (6.5g, 57%). *H NMR (DMSO-d6, 400 MHz) 5 
2.6 (t, 4H), 3.8 (t, 4H), 7 (d, 2H), 8 (d, 2H); MS (ES^ m/z 225 (M+H)*. 

step B: 

334 

Compound 333 (r.04 g, 4.63 mmol), palladium on carbon (0.2 g, 10% w/w), ethanol (20 
mL).and THF (20 mL) were used as in general procedure XU to afford 334 as a brown 
solid (0.95 g, crude material). 

Step C: 



. Compound 334 (0.95 g, 4.9 mmol), NEt3 (1 mL, 7.2 mmol), acetonitrile, and acid chloride 
320 (1 .51 g, 4.9 mmol) in acetonitrile (20 mL total reaction volume) were used as in 
15 general procedure X without heat. The reaction mixture was filtered and washed with 
acetonitrile followed by diethyl ether to afford 332 as an off-white solid (1.1 54g, 51%). 
*H NMR (DMSO-d^, 400 MHz) 5 2.6 (m, 4H), 3.4 (m, 4H), 4.6 (s, 2H), 6.9 (d, 2H), 7.15 
(d, IH), 7.3 (d, 2H), 7.4 (s, IH), 7.5 (t, 2H), 7.55-65 (m, 2H), 7.8 (d, 2H), 9.45 (s, IH); MS 
(ES*) m/z 465 (M-H)". 



Example 139 




335 



Step A: 
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336 

4-Nitrobenzenesulfonylchloride (Aldrich, 44.3 g, 200 mmol) was added portionwise to a 
solution of methylamine in ethanol (250 mL, 208 mmol) which was stiired at 0 ®C under 
5 nitrogen. After removing the ice bath, the reaction was stirred for 45 min. Water (250 
mL) was added and the resulting product was filtered to afford 336 as a crystalline solid 
(37.6 g, 87%). The crude matoial was used without purification. 

Step B: 



10 




337 

Palladium on carbon (2 g, }0% w/w) was added to a solution of compound 336 (17.3 g, 80 
mmol), methanol (80 mL), THF (80 mL), and hydrochloric acid (concentrated, 7 mL, 84 
15 mmol) and used as in general procedure XII to afford 337 as a white solid (14.3 g, 80%). 
The crude material was used without purification. 

Step C: 

Compound 337 (0.32 g, 1.44 mmol), NEtj (0.5 mL, 3.6 mmol), acetonitrile (5 mL), and 
20 acid chloride 320 (0.444 g, 1.44 mmol) in acetonitrile (5 mL) were used as in general 

procedure X. After 6 d, another equivalent of acid chloride 320 (0.444 g, 1.44 mmol) was 
added and the solution was stirred. The reaction mixture was filtered and the resulting 
solid was washed with acetonitrile and water, and suspended in ethyl acetate. The 
suspension was filtered and the filtrate concentrated in vacuo to afford 335 as an ofif-white 
25 solid (0.152 g, 23%). NMR (DMSO-de, 400 MHz) 8 2.3 (d, 3H), 4.7 (s, 2H), 7.15 (d, 
IH), 7.3 (m, IH). 7.45 (s, IH), 7.5 (t, 2H), 7.54-7.62 (m, 2H), 7.7 (s, 4H). 7.8 (d, 2H), 10.2 
(s, IH); MS (ES ) m/z 457 (M-H)". 



30 



Example 140 
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H 



5 Step A: 




H 

339 



Methanesulfonyl chloride (S g, 43.9 mmol) was added dropwise to a solution of 4- 
10 nitroaniline (Aldrich, S.9S g, 43.1 nunol) in dry pyridine (100 mL) which was stirred at - 
IS^C under nitrogen. After storing the resulting solution at (fC for 2 d, the solvent was 
removed in vacuo. The product was triturated with ice water, filtered, and washed with 
ice water to afford 339 as an orange/yellow soUd (8.87 g, 95%). The crude product was 
used without purification. 

15 

Step B: 




H 

340 



Palladium on carbon (0.14 g, 10% w/w) was added to a solution of compound 339 (1.0 
20 4.63 nunol), ethanol (IS mL), and THF (20 mL) and the resulting suspension was used as 
in general procedure XII with SO psi of hydrogen to afford 340 as an orange oil (0.85 g). 
The crude material was used without purification. 
Step C: 



25 



Compound 340 (0.85 g, 4.6mmol), NEtj (0.87 mL, 6.2 mmol), acetonitrile (8 mL), and 
acid chloride 320 (1.29 g, 4.2 mmol) in acetonitrile (8 mL) were used as in general 
procedure X. After 2 d, water was added and the resulting mixture was extracted with 
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ethyl acetate. The organic layer was sq)arated, washed with water, dried over MgS04, 
and concentrated in vacuo. The product was purified by flash chromatography using 35% 
ethyl acetate in hexanes to aifford 338 as an ofT-white/ pale yellow solid (0.480 g, 23%). 

NMR (DMS0-d6, 300 MHz) 5 2.95 (s, 3H), 4.7 (s, 2H), 7.15 (d, 2H), 7.2 (d, IH), 7.45 
(d, 3H). 7.7 (m, 7H), 7.85 (d, 2H), 9.6 (s, IH), 9.8 (s, IH); MS (ES*) m/z 457 (M-H)". 

Example 141 



H 




CI 

341 

4-(N-pyrrolidine)amline (Apin, 0.262 g, 1.61 mmol), NEtj (0.23 mL, 1.65 mmol), 

* 

acetonitrile (5 mL), and acid chloride 320 (0.5 g, 1.62 mmol) in acetonitrile (5 mL) were 
used as in general procedure X. The product was purified by flash chromatography using 
a gradient between 9:1 and 4:1 hexanes:ethyl acetate to afford 341 as an off-white solid 
(0.1 12 g, 16%). 'H NMR (DMSO.d6, 300 MHz) 6 2 (t, 4H), 3.2 (t, 4HX 4.66 (s, 2H), 6.5 
(d, 2H), 7.2 (s, IH), 7.3 (t, 2H), 7.45 (s, IH), 7.5 (t, 2H), 7.6 (m, 2H), 7.8 (d, 2H), 9.3 (s, 
IH); MS (ES") m/z 433 (M-H)'. 

Example 142 



H 




l-(4-Aminophenyl) ethanol (Apin, 0.25 g, 1.82 mmol), NEta (0.25 mL, 1.79 mmol), 
acetonitrile (7 mL), and acid chloride 320 (0.5 1 g, 1 .65 mmol) in acetonitrile (6 mL) were 
used as in general procedure X. The product was purified by flash chromatography using 
45% ethyl acetate in hexanes to aflbrd 342 as a colorless solid (0.428 g, 63%). *H NMR 
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(DMSO-dfi. 400 MHz) 6 1.25 (d, 3H), 4.6 (m. IH), 4.7 (s, 2H), 5.1 (s. IH). 7.2 (d. IH), 
7.25 (d. 2H), 7.4 (d. 3H). 7.5 (t, 2H). 7.6 (m. 2H). 7.8 (d. 2H). 9.7 (s, IH); MS (ES^ m/z 
408 (M-H)". 

The racraaic mixture was separated to give 2 enantiomers using the following conditions: 
an OJ chiral column, 22% IPA. 2 mL/min., 26"C, 3000 psi on SFC. Enantiomer 1 eluted at 
9.214 min. to give an off-white solid 342-A (0.092 g, 14%). Enantiomer 2 eluted at 
1 1.1 18 min. to give another oflf-white solid 342-6 (0.059 g, 9%). The enantiomeric purity 
was found to be >99% and the absolute stereochemistry were not determined. 



Example 143 




343 

3-Chloroperoxybenzoic acid (-60%, 0.54 g, 1.9 mmol) was added portionwise to a 
solution of compound 332 (0.4 g, 0.86 mmol) in methylene chloride (30 mL) and stirred at 
rt. After 4 days, filtered the suspension and washed the solids with methylrae chloride. 
The filtrate was washed with saturated sodium meta bisulfite, 10% NaOH, and water. The 
organics were dried over MgS04, and concentrated in vacuo. The product was purified by 
flash chromatography using 99: 1 methylene chlorideimethanol and fiuther purified by 
TLC prep plate eluted with 99:1 methylene chlorideimethanol to afford 343 as an off- 
white foam (0.062 g, 14%). 'H NMR (CDCI3, 300 MHz), 6 3.1 (t, 4H), 3.8 (t, 4H), 4.7 (s, 
2H), 6.9 (d, 2H), 7.05 (d, IH), 7.4 (s, IH), 7.5-7.6 (m, 5H), 7.65 (t, IH), 7.9 (d, 2H), 9.05 
(s, IH); MS (APO m/z 497 (M-H)". 



Example 144 
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H 



344 



StqiA: 



0,N 



345 346 

3-Chloroperoxybenzoic acid (-60%, 20.3 g, 70.6 mmol) in methylene chloride was added 
dropwise to a cooled solution of compound 333 (11 .5 g, 5 1 . 1 mmol) in methylaie chloride 
(250 mL total reaction volume) and stirred at -78 ""C, After 2 h, the reaction was wanned 
to rt and stirred overnight The reaction mixture was washed with saturated sodium meta 
bisulfite, 2N NaOH, and water. The organics were separated, dried over MgS04, and 
concentrated in vacuo to give a mixture of 345 and 346 as a yellow solid (8.47 g, crude 
material). The crude mat^al was used without purification. 



Step B: 



o 



347 

The mixture of 345 and 346 (8.47 g, 35.3 mmol), palladium on carbon ( 1 .4 g, 10% w/w), 
ethanol (100 mL) and THF (50 mL) were used as in general procedure XII using 60 psi of 
hydrogen. The product was purified by flash chromatography using a gradient between 
4:1 and 9:2 hexanes:ethyl acetate to afford 347 as a yellow solid (3.94 g, 53.2 %). 'H 
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NMR (DMSO^ 400 MHz) 5 2.7 (dd, 2H), 2.9 (m. 2H), 3.16 (dd, 2H), 3.7 (t, 2H), 4.6 
(bs, 2H), 6.46 (dd, 2H), 6.71 (dd, 2H); MS (ES*) m/z 21 1 (M+H)^ 

Step C: 

Caiboxylic acid 105 (4.15 g, 14.3 mmol), HCA (1.08 mL, 7.1 mmol), THF (60 mL), PPha 
(1.82 g, 6.95 mmol) in THF (15 mL), sulfoxide 347 (3 g, 14.3 mmol) in THF (125 mL), 
and pyridine (15 mL, 1 85 mmol) were used as in general procedure XBfi. The product 
was purified by flash chromatography using a gradient between 99:1 and 9: 1 methylene 
chloride:methanol and further purified by triturating the resulting soKd with methanol and 
ethanol, filtering, and washing the solids with water and methanol to afford 344 as a tan 
soUd (2.7g, 39%). NMR (DMSO-ds, 300 MHz) S 2.7 (d, 2H), 2.9 (t, 2H), 3.5 (d, (2H), 
3.7 (t, 2H), 4.7 (s, 2H), 7 (d, 2H), 7.2 (d, IH), 7.4 (d, 2H), 7.47 (s, IH), 7.55 (d, 2H), 7.65 
(t, 2H), 7.8 (d. 2H), 9.6 (s,.lH); MS (AP*) m/z 481 (M-H)'. 

Example 145 

H 




348 

Glycerol-p-aminobenzoate (ICN, 0.342 g, 1.62 mmol), NEts (0.25 mL, 1 .79 mmol), 
acetonitrile (7 mL), and acid chloride 320 (0.5 g, 1.62 nunol) in acetonitrile (8 mL) were 
used as in general procedure X. The product was purified by flash chit>matography using 
9:1 hexanesiethyl acetate then further purified by flash chromatography using 99:1 
methylene chloridermethanol to afford 348 as an off-white solid (0.02 g, 3%). ^H NMR 
(DMSO-d6, 300 MHz) 5 1.3 (t, 3H), 4.3 (q, 2H), 4.8 (s, 2H), 7.5 (d, IH), 7.6 (d, 2H), 7.7 
(d, 4H), 7.8 (d, 2H), 7.9 (d, 2H), 10.2 (s, IH); MS (ES ) m/z 436 (M-H) . 

Example 146 
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349 



Step A: 



0,N 




350 

4.Chloro-2-nitrotoluene (SALOR, 2 g, 1 1 .7 mmol) in pyridine (25 mL), sodium 
bicarbonate (2 g, 23.8 mmol), water (5 mL), and moipholine (Aldrich, 2.03 g, 23.3 mmol) 
were used as in general procedure XI to afford 350 as a yellow solid (0.804 g, 3 1 %). 
NMR (DMS0-d6, 300 MHz) 6 2.5 (s, 3H), 3.4 (t, 4H), 3.7 (t, 4H), 6.9 (d, 2H), 8 (d, IH). 
The crude material was used without purification. 



Step B: 



XI 



351 

Compound 350 (0.72 4.63 mmol), palladium on carbon (0. 1 g, 1 0% w/w), ethanol (20 mL), and THF (20 
mL) were used as in general procedure XII using 50 psi of hydrogen to afford 351 as a brown solid (0.623 g, 
crude material). 

StepC: 

Compound 351 (0.623 g, 3.2 mmol), NEta (1 .3 mL, 9.3 mmol) in acetonitrile (8 mL), and 
acid chloride 320 (1 .02 g, 3.3 mmol) in acetonitrile (7 mL) were used as in general 
procedure X. The product was purified by flash chromatography using 99.5:0.5 methylene 
chlorideimethanol to afford 349 as an orange foam (0.072 g, 5%). 'H NMR (DMS0-d6> 
400MHz)5 1.9(s,3H),3(t,4H),3.7(t,4H),4.65(s,2H).6.7(d, lH),6.73(s, 1H),7.1 
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(d, IH). in. (d, IH), 7.4 (s. IH), 7.5 (t. 2H). 7.6 (t, 2H). 7.75 (d, 2H), 8.8 (s, IH); MS (ESO 
jn/fe 463 (M-H)\ 



Example 147 



H 9^3 




Step A: 




353 

5-Bromo-2-iiitrobenzotrifluoride (Lancaster, 2 g, 7.4 mmol) in pyridine (20 mL), sodium 
bicaibonate (1.25 g, 14.8 mmol), water (5 drops), and morpholine (Aldiich, 1.29 g, 14.8 
mmol) were used as in genwal procedure XI to afford 353 as a yellow solid (1 .62 g, 79%). 
'H NMR (DMSO-dfc 400 MHz) 6 3.5 (t, 4H), 3.8 (t. 4H), 7.25 (d. IH), 7.3 (s, IH), 8.1 (d, 
1 H). The crude product was used without purification. 

Step B. 




354 

Compound 353 (1 .62 g, 5.9 mmoi), palladium on carbon (0.2 g, 10% w/w), ethanol (12 
mL) and THF (12 mL) were used as in general procedure XII using 75 psi of hydrogen to 
afford 354 as a brown solid (1.41 g, crude material). 



wo 01717982 



PCr/EPOO/08487 



235 



Step C: 

Compound 354 (1 .41 g, 5.73 mmol), NEtj (0.8 mL, 5.74 mmol), acetonitrile (15 mL), and 
acid chloride 320 (1.8 g, 5.82 mmol) in acetonitrile (15 mL) were used as in general 
procedure X. The product was purified by flash chromatography using 35% ethyl acetate 
in hexanes and further purified by flash chromatography using 1:1 ethyl acetate:hexanes to 
afford 352 as an off-white solid (0.426 g, 14%). 'H NMR (DMSO-de, 400 MHz) 6 3.2 (t, 
4H), 3.75 (t, 4H), 4.7 (s, 2H), 7. 15 (s, IH), 7.2 (m, 3H), 7.45-7.55 (m, 3H), 7.6 (t, 2H), 7.8 
(d, 2H), 9 (s, IH); MS (ES") m/z 517 (M-H)'. 



Example 148 



9 T 





step A: 



CF, 



H 



356 

5-Bromo-2-nitrobenzotrifluoride (Lancaster, 2 g, 7.4 mmol) in pyridine (20 mL), sodium 
bicarbonate (1.25 g, 14.9 mmol), water (5 drops), and thiomorpholine (Aldrich, 1.52 g, 
14.7 mmol) were used as in general procedure XI to afford 356 as a yellow solid (1 .63 g, 
crude material). NMR (DMSOd6, 400 MHz) 6 2.65 (t, 4H), 3.88 (t, 4H), 7.2 (d. IH), 
7.22 (s, lH), 8(d, IH). 



Step B: 



wo 01/179«2 



PCT/EPOO/08487 



236 



CF 

H 



357 

Compound 356 (1.63 g, 5.6 mmol), palladium on carbon (0.3 g, 10% w/w), ethanol (12 
mL) and THF (12 mL) were used as described in general procedure Xn using 75 psi of 
hydrogen to afford 357 as a brown oil (1.29 g, 88%). The crude material was used without 
purification. 

Step C: 

Compound 357 (1.29 g, 4.92 mmol), NEta (0.7 mL, 5.02 mmol), acetonitrile (15 mL), and 
acid chloride 320 (1.52 g, 4.92 mmol) in acetonitrile (15 mL) were used as in general 
procedure X. The product was purified by flash chromatography using 35% ethyl acetate 
in hexanes to afford 355 as an orange oil (0.264 g, 10%). NMR (DMS0-d6, 400 MHz) 
6 2.62 (m, 4H), 3.57 (m, 4H), 4.68 (s, 2H), 7.07 (d, IH), 7.16 (q, 3H), 7.41 (d; IH), 7.45 
(m, 3H), 7.58 (m, 2H), 7.75 (d, 2H), 9 (s, IH); MS (ES ) m/z 533 (M-H)\ 




359 
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Moipholine (Aldrich, 0.74 mL, 8.5 mmol) was added dropwise to a solution of 4-nitit>- 
benqrlbromide (Aldrich» 2 g, 9^6 mmol), in acetone (20 mL), and potassium carbonate 
(2.4 g, 17.4 mmol). The resulting suspension was stirred at rt for 6 d under m'trogen. The 
mixture was filtered and the filtrate was concCTtrated in vacuo to afford 359 as a pale 
yellow solid (1.89 g, crude material). 

Step B: 




360 

Compound 359 (1.89 g, 4.63 nunol), palladium on carbon (0.325 g, 10% w/w), ethanol (25 
mL) and THF (25 mL) were used as in general procedure Xn using 50 psi of hydrogen to 
afford 360 as a brown solid (1.6 g, crude material). 

Step C: 

Compound 360 (1.6 g, 8.3 mmol), NEta (0.95 mL, 6.8 mmol), acetonitrile (7 mL), and 
acid chloride 320 (1 .53 g, 4.95 mmol) in acetonitrile (7 mL) were used as in general 
procedure X. The product was piuified by flash chromatography using a gradient between 
9:1 and 4: 1 hexanesiethyl acetate 358 as an off-white solid (0.264g, 12%). *H NMR 
(DMSO-ds. 300 MHz) 5 2.35 (d, 4H), 3.41 (s, 3H). 3.57 (t, 4H). 4.73 (s, 2H), 7.23 m, 
3H), 7.47-7.67 (m, 7H), 7.83 (d, 2H), 9.78 (s, IH); MS (ES-) m/z 463 (M-H)'. 

Example 150 and Example 151 




CI 

361 
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362 

Step A: 




363 

4-Chloro-2-nitrotoluene (SALOR, 1.46 g, 8.5 mmol) in pyridine (5 mL) was added 
dropwise to a solution of pyridine (22 mL), sodium bicarbonate (0.73 g, 8.7 mmol), 
piperazine (Aldrich, 1 .5 g, 17.4 mmol), and water (3 mL) and the resulting mixture was 
refluxed for 2 d under nitrogen. Additional piperazine (1.5 g, 17.4 mmol) and sodium 
bicarbonate (0.73 g, 8.7 mmol) were added and the mixture was refluxed overnight. 
Acetone (200 mL) was added to the mixture and it was filtered hot Water was added to 
the filtrate and the mixture was cooled to it. Filtered the resulting suspmsion and 
concentrated the filtrate in vacuo. The. concentrate was dissolved in hot methanol and 
ether and cooled to rt. The resulting mixture was filtered and the filtrate was concentrated 
in vacuo to afford 363 as a yellow solid (4.22 g). MS (ES^ m/z 222 (M+H)*. The crude 
product was used without purification. 

Step B: 
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Compound 363 (1.88 g, 8.5 nunol), palladium on carbon (0.563 g, 10% w/w), ethanol (35 
mL), and THF (35 mL) were used as in g»eral procedure XII to afford 364 as a yellow oil 
(1 .7 g). The crude product was used without purification. 

StepC: 

Compound 364 (1.7 g, 8.9 mmolX NEta (1.4 mL, 10 mmol), acetonitrile (12 mL), and acid 
chloride 320 (2.36 g, 7.6 mmol) in acetonitrile (12 mL) were used as in general procedure 
X. Water was added to the reaction mixture and the resulting suspension was filtered. 
The filtrate was partitioned between 2N NaOH and ethyl acetate. The aqueous layer was 
acidified with IN sodium hydrogen sulfate to pH 1 and extracted with ethyl acetate. The 
product was purified by flash chromatography using a gradient between 3:2 hexanes:ethyl 
acetate, ethyl acetate, and methanol to afford 362 as a yellow solid (0.250 g) MS (ES^ mh 
494 (M+H)* and 361 as an orange solid (O.OOSg. 0.1%). 'H NMR (DMSO-d^, 400 MHz) 
5 1.96 (s, 3H), 2.79 (m, 4H), 2.97 (m, 4H), 4.66 (s, 2H), 6.66 (m, 2H), 7.05 (d, IH), 7.2 
(d, IH), 7.42 (d, IH), 7.46 (t, 2H), 7.6 (t, 2H), 7.75 (d, 2H), 8.79 (s, IH); MS (ES*) m/z 
464 (M+H)"^. 

Example 152 

H 




F p 
F 01 

365 

Step A: 

k^NBoc 
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5-Fluoro-2-nitrotoluene (Aldrich, 2 g, 12.9 mmol) in pyridine (5 mL) was added dropwise 
to a solution of pyridine (15 mL), sodium bicarbonate (1.62 g, 19.3 mmol), l-t- 
butoxycarbonyl piperazine (Aldrich, 3.6 g, 19.3 mmol), and water (1 .2 mL) and the 
resulting mixture was refluxed dvemight. Acetone was added to the reaction and the 
resulting mixture was filtered hot. Water was added and the mixture was cooled to rt. The 
resulting solid was filtered and washed with water and ether to afford 366 as an orange 
solid (4.02 g). NMR (DMS0-d6, 400 MHz) 8 1.39 (s, 9H), 2.47 (s, 3H), 3.41 (s, 8H), 
6.84 (m, 2H), 7.97 (d, IH). The crude material was used without purification. 

Step B: 




k^NBoc 

367 

Compound 366 (4.02 g, 12.5 mmol), palladium on carbon (1.2 g, 10% w/w), ethanol (90 
mL) and THF (10 mL) were used as in general procedure XII using 80 psi of hydrogen. 
The product was filtered through a celite pad eluled with 9:1 methylene chloride:methanol 
and concentrated in vacuo to afford 367 as a pink sohd (2.926 g, crude material). 

Step C: 



H 




368 

Acid chloride 320 in methylene chloride was added dropwise to a solution of compound 
367 (0.362 g, 1 .24 mmol) in pyridine (20 mL) and stirred for 2 days. The reaction was 
concentrated in vacuo, ethanol and ice were added, and the resulting solid was filtered and 
washed with ether to afford 368 as a yellow solid (0.1 18 g, 20.2%). NMR (DMSO-de, 
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400 MHz) 6 1 .38 (d, 9H), 1 .95 (s. 3H), 3 (d, 4H), 3.4 (s, 4H), 4.67 (s, 2H), 6.7 (m, 2H), 
7.1 (d, IH), 7.42 (d, IH), 7.48 (m, 2H), 7.6 (m, 2H), 7.75 (d, 2H), 8.8 (s, IH). 

Step D: 

TFA (15 mL, 195 mmol) was added to a solution of compound 368 (0.1 18 g, 0.21 mmol) 
in acetonitrile and stirred ovOTiigbt The reaction mixture was concentrated in vacuo after 
carbon tetrachloride was added to azeotrope off the TFA. This procedure was repeated 
multiple times. Hie mixture was concentrated in vacuo to afford 365 as a yellow solid 
(0.085 g, 88%). NMR (DMSO-d6, 400 MHz) 5 1.96 (s, 3H), 3.08 (d, 4H), 3.17 (d, 4H), 
4.67 (s, 2H), 6.72 (m, 2H), 7.1 (d, IH), 7.2 (d, IH), 7.42 (s, IH), 7.46 (m, 2H), 7.6 (m, 
2H), 7.75 (d, 2H), 8 (bs, IH), 8.86 (s, IH); MS (ES^ m/z 464 (M+H)^ 

Example 153 




369 

Step A: 




370 

3-Methyl-4-nitrobenzyl alcohol (Aldrich, Ig, 5.98 mmol), palladium on carbon (0.265 g, 
10% w/w), ethanol (12 mL), and THF (12 mL) were used as in general procedure XII 
using 58 psi hydrogen to afford 370 as a yellow oil (0.65 g, 79%). The crude material was 
used without purification. 



StepB 
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Compound 370 (0.65 g, 4.74 mmol), NEt3 (0.95 mL, 6.82 mmol), acetonitrile (10 mL), 
and acid chloride 320 (0.5 g, 1 .62 mmol) in acetonitrile (10 mL) were used as in general 
procedure X. The product was purified by flash chromatography using 1 :1 hexanesiethyl 
acetate to afford 369 as a yellow solid (0.041 g, 2. 1 %). 'H NMR (DMSOd^, 400 MHz) 5 
2 (s, 3H), 4.4 (s, 2H), 4.7 (s, 2H), 5.1 (bs, IH), 7.1 (m, 2H), 7.25 (m, 2H), 7.45 (m, 3H), 
7.6 (m, 2H), 7.76 (d, 2H), 8.9 (s, IH); MS (ES*) m/z 408 (M-H)\ 

Example 154 

H 




CI 

371 



4-Nitroaniline (Sigma, 0.244 g, 1.77 mmol), NEta (0.25 mL, 1.79 mmol), acetonitrile (5 
mL), and acid chloride 320 (0.54 g, 1 .75 mmol) in acetonitrile (5 mL) were used as in 
general procedure X. The product was purified by flash chromatography using 4:1 
hexanes:ethyl acetate to afford 371 as an off-white sohd (0.012 g, 2%). NMR (CHDCb, 
300 MHz) 5 4.8 (s, 2H), 7.05 (d, IH), 7.4 (d, IH), 7.5 (m, 3H), 7.65 (t, IH), 7.9 (d, 2H), 8 
(d. 2H), 8.25 (d, 2H), 10 (s, IH); MS (ES") m/z 409 (M-H) . 

Example 155 



H 




CI 

372 



Step A:. 
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H 

373 



5-Nitroindazole (Aldrich, 1.2 g, 7.36 mmol), palladium on caAon (0.23 g, 10% w/w), 
ethanoi (25 mL), and THF (5 mL) were used as in general procedure XU using 78 psi of 
hydrogen to afford 373 as a pink solid (0.98 g, crude material). NMR (DMSO-d(^ 400 
MHz) 6 4.7 (s, 2H), 6.7 (dd, 2H), 7.2 (d, IH), 7.7 (s, IH), 12.5 (s. IH). 

Step B: 

Compound 373 (1 g, 7 mmol), NEta (1.2 mL, 8.6 mmol), acetonitrile (20 mL), and acid 
chloride 320 (1 .9 g, 6.2 mmol) in acetonitrile (10 mL) were used as in general procedure 
X. Ice water was added and the resulting suspension was filtered, washed with water, and 
the solid was recrystallized from ethanoi and water. The resulting precipitate was filtered 
and washed with ether to afford 372 as a pink solid (0.679 g, 17.3%). NMR (DMSO- 
d6, 400 MHz) 5 4.7 (s. 2H), 7.2 (d, IH), 7.3 (d, IH), 7.4-7.5 (m, 4H), 7.55-7.6 (m, 2H), 
7.6 (dd, 2H), 8 (s, 2H), 9.7 (s, IH), 13 (s, IH); MS (ES ) m/z 406 (M-H)". 



Example 156 



H 




CI 

374 



4-Aminophenyl ethyl carbinol (Apin, 0.254 g, 1.7 mmol), NEt3 (0.28 mL, 2 mmol), 
acetonitrile (6 mL), and acid chloride 320 (0.53 g, 1 .7 mmol) in acetonitrile (6 mL) were 
used as in general procedure X. The mixture was filtered, washed with IM sodium 
hydrogen sulfate, and the filtrate was extracted with ethyl acetate. The organics were 
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separated, dried over MgS04, and concentrated in vacuo. The product was purified by 
flash chromatography using 93:7 methylene chloride:methanol» flash chromatography 
using 95:5 methylene chloride:methanoI» a TLC prep plate using 92:8 methylene 
chloride:methanol, and a TLC prep plate using 9:1 methylene chloride:methanoI td afford 
374 as an off-white solid (0.029 g, 4%). NMR (DMSOd^, 300 MHz) 5 0.8 (t, 3H), 
1.6 (m, 2H), 4.4 (m, IH), 4.7 (s, 2H), 5.08 (d, IH). 7.2 (t, 3H), 7.47 (d, 3H), 7.55 (ra. 2H), 
7.65 (m, 2H), 7.85 (d, 2H), 9.7 (s, IH); MS (ES-) m/z 422 (M-H)'. 

Example 157 

H 




375 

Compound 378 (0.143 g, 0.64 mmol) was added to a solution of compound 377 (0.15 g, 
0.64 mmol), potassium carbonate (0.09 g, 0.65 mmol), and DMF (5 mL) and stirred 
overnight. The mixture was poured into ice water, filtered, and the resulting solid was 
washed with ether. The product was purified by TLC prep plate using 23:1 methylene 
chloride:methanol to afford 375 as an orange solid (0.021g, 9%). *H NMR (DMSOde, 
300 MHz) 5 4.7 (s, 2H), 7.06 (t, IH), 7.25 (d, IH), 7.3 (t, 2H), 7.55 (d, 2H), 7.58 (s, IH), 
7.67 (m, 3H), 8.77 (d, 2H) 9.86 (s, IH); MS (ES") m/z 366 (M-H) . 




376 
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O OH 




377 

Compound 376 {42$, 17 mmol) in methylene chloride (100 mL), THF (100 mL), and 
BBr3 (17g, 68 mmol) in methylene chloride (68 mL) were used as in general procedure DC 
5 to afford, after reciystallizalion from methanol, 377 as a yellow solid (l.lg, 28%). 'H 
NMR (pUSO-de, 300 MHz) 5 7 (d, IH), 7.6 (d, 2H), 8.2 (d, 2H), 9.7 ( bs, 2H), 10.95 (s, 
IH); MS (ESO m/z 232 (M-H)*. 



H 




10 378 

« 

Example 158 




CI 

15 379 

3,S-Dichloro sulfanilamide (Lancaster, 0.5 g» 2.1 mmol), NEX3 (0.2S mL, 1.8 mmol), 

acetonitrile (10 mL), and acid chloride 320 (0.52 g, 1.7 mmol) in acetonitrile (6 mL) were 

used as in general procedure X. The reaction was heated to 40 and stirred for 3 d. 

Additional acid chloride 320 (0.52 g, 1.7 mmol) was added and the reaction was stirred for 

20 7 d. The mixture was concentrated in vacuo, suspended in methylene chloride, filtered, 
and the filtrate was concentrated in vacuo. The product was purified by flash 
chromatography using 99:1 methylene chloride:methano), by flash chromatography in a 
gradient between 1:1 and 9:1 ethyl acetate:hexanes, and by TLC prep plate using 23:1 
methylene chloride:methanol, 7:3 ethyl acetate :hexanes, and 98:2 methylene 

25 chloride:methanol as elutant to afford 379 as an orange oil (0.038 g, 4.3%). 'H NMR 
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(DMSO-de, 300 MHz) 8 4.56 (s, 2H), 6.57 (bs, 2H), 6.94 (d, IH), 7.36 (s, IH), 7.4 (m, 
3H), 7.55 (m. 3H), 7.7 (d, 2H), 12.15 (bs, IH); MS (ES ) m/z 512 (M-H)*. 



Example 159 




380 

10 3-Methoxy-4-amino sulfanilamide (Pfaltz Bauer, 0.5 g, 2.5 mmol), acetonitrile (16 mL), 
EtaN (0.41 mL, 2.9 mmol), and acid chloride 320 (0.76 2.5 mmol) in acetonitrile were 
used as in general procedure X. The reaction mixture was filtered and the resulting solids 
were washed with acetonitrile and ether to afford 380 as an off-white solid (0.169 g, 14.4 
%). ^H NMR (DMSO-de, 400 MHz) 5 3.8 (s, 3H), 4.8 (s, 2H), 7.15 (d, IH), 7.22 (d, 3H), 

IS 7.48 (m, 4H), 7.58 (d, 2H), 7.78 (d, 2H), 8.5 (s, IH), 8.9 (s, IH); MS (ES^ m/z 575 
(M+H)*. 



20 



25 



Example 160 




381 

Acid chloride 320 (0.68 g, 2.2 mmol) in methylene chloride (5 mL) was added to a 
solution of 2-chloro-4-fluoroaniline (Aldrich, 0.5 g, 3.4 mmol), pyridine (12 mL) and the 
mixture was stirred overnight. The reaction mixture was poured over ice, ethanol (30 mL) 
was added, and the precipitate was filtered and washed with 1 :1 ethanol: water and diethyl 
ether to afford 381 as a white solid (0.367 g, 40%). 'h NMR (DMSO-d6, 300 MHz) 6 4.8 
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(s, 2H). 7.25 (m, 2H), 7.5 (m. 9H), 7.65 (t, 2H), 7.75 (m. IH), 7.8 (d, 2H), 9.2 (s, IH); MS 
(ES^i?i/2 419(M+H)^ 

Example 161 



OH 




CI 

382 



Resorcinol hydrochloride (Aldrich, 0.5 g, 3.4 mmol), acetonitrile (20 mL total reaction 
volume), EtsN (0.75 mL, 5.4 mmol), and acid chloride 320 (0.8 g, 2.6 mmol) in 
acetonitrile were used as in general procedure X. The reaction mixture was poured ova- 
ice water and ethanol was added to the solution. The mixture was reciystallized fiiom 
ethanol and water and the resulting solids were filtered and washed with ether to afford 
382 as a pink solid (0.207 g, 20%). NMR (DMSO-de, 400 Nfflz) 5 4.6 (s, 2H), 6.1 (d, 
IH), 6.28 (s, IH), 7.19 (d, IH), 7.4 (m, 4H), 7.56 (t, 2H), 7.75 (d, 2H), 8.5 (s, IH), 9.1 (s, 
IH), 9.6 (s, IH); MS (ES^ m/z 398 (M+H)^. 

Example 162 

H 




383 

Step A: 



• 

• 
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H2N 




3-mtrobeiizene sufonamide (S g, 24.7 mmol), palladium on carbon (1 g, 10% w/w), 
5 methanol (75 mL), and THF (25 mL) were used as in gen^ procedure XII using 67 psi 
of hydrogen to afford 384 as a soHd (4.2 g). 'H NMR (DMSO-d6, 400 MHz) 5 5.48 (bs, 
2H), 6.67 (dd, IH), 6.88 (d, IH), 6.97 (t, IH), 7.12 (t, 3H); MS (AP^ m/z 173 (M+H)^ 

Step B: 

10 Caiboxylic acid 105 (0.29 g, 1 mmol), HCA (0.132 mL, 0.5 nunol), THF, PPha (0.26 g, 1 
mmol) in THF, metanilamide 384 (0.17 g, 1 mmol) in THF (4.5 mL total reaction 
volume), and pyridine (0.5 mL, 6.2 mmol) were used as in general procedin-e XIII. The 
reaction was concentrated in vacuo and the resulting solid was recrystallized fiom ethanol 
and water, filtered, and washed with ether to afford 383 as an off-white solid (0.207 g, 

15 47%). 'H NMR (DMSOd6, 400 MHz) 6 4.7 (s, 2H), 7.15 (d, IH), 7.36 (s, 2H), 7.4-7.5 
(m, 5H), 7.58 (m, 3H), 7.77 (d, 2H), 8.1 (s, IH), 10.1 (s, IH); MS (ES"^ m/z 445 (M+H)^ 

Example 163 



H 




385 

Carboxylic acid 105 (0.29 g, 1 mmol), HCA (0.08 mL, 0.53 mmol), methylene chloride (5 
mL total reaction volume), and PPhj (0,26 g, 1 mmol) were combined in a round-bottom 
flask under nitrogen at -78**C. 4-Amino-3-chlorophenol (Aldrich, 0.145 g, 1 mmol) was 
25 free-based by partitioning it between methylene chloride and saturated sodium 

bicarbonate. The organics were separated, dried over MgS04.and concentrated in vacuo 
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to give a pink solid that was dissolved in methylene chloride and EtjN (0^6 mL, 1.9 
mmol) and added dropwise to the reaction mixture at -78*'C. The reaction was warmed to 
rt and concentrated in vacuo. The product was purified by flash chromatography using 4: 1 
hexanesretfayl acetate to afford 385 as an orange solid (0.120 g, 29%). NMR (DMSO- 
d6, 400 MHz) 6 4.7 (s, 2H), 6.6? (d, IH), 6.79 (s, IH), 7.2 (d, IH), 7.35 (d, IH), 7.4 (s, 
IH), 7.5 (m, 2H), 7.6 (m, 2H). 7.75 (d, 2H), 8.9 (s, IH), 9.8 (s, IH); MS (ES^ m/z 417 
(M+H)^. 



10 



15 



Example 164 




O 



NO 




386 

Caiboxylic acid 105 (0.67 g, 2.3 mmol), HCA (0.17 mL, 1.1 mmol), THF, PPha (0.61 g, 
2.3 mmol) in THF, 2-nitro-4-sulfanilamide (0.5 g, 2.3 mmol) in THF (20 mL total reaction 
volume), and pyridine (2.25 mL, 28 mmol) were used as in general procedure XIQ. The 
reaction mixture was concentrated in vacuo and the product was purified by flash 
chromatography using a gradient between 9: 1 hexanesrethyl acetate and ethyl acetate to 
afford 386 as an off-white solid MS (ES") m/z 488 (M-H)'. 



20 Example 165 



H 




O 



HN-N 



387 

25 Caiboxylic acid 1 05 (0.58 g, 2 mmol), HCA (0. 1 52 mL, 1 mmol), THF, PPhj (0.52 g, 2 
mmol) in THF, 6-aminoindazole (Aldrich, 0.26 g, 2 mmol) in THF (20 mL total reaction 
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10 



volume), and pyridine (1 .94 mL) were used as in general piocedure Xm. The reaction 
mixture was concentrated in vacuo and the resulting solid was dissolved in ethanol. Water 
was added to the mixture and the resulting soUd was filtered and washed with ether to 
afford 387 as a pink solid (0309 g, 38%). NMR (DMSO-de, 400 MHz) 6 4.7 (s, 2H), 
6.95 (d, IH), 7.15 (d, IH), 7.4 (s, IH), 7.5 (m, 2H), 7.55-7.65 (m, 3H), 7.79 (d, 2H), 7.9 (s. 
IH), 8 (s, IH), 9.89 (s, IH), 12.85 (bs, IH); MS (ES^ m/z 406 (M+H)*. 



Example 166 





HCl 



388 

N,N-dimethyl-3-chIoropropyi amine in acetone (5 mL) and water (4 drops) was added 
dropwise to a suspension of compound 385 (1 .04 g, 2.5 mmol), acetone (10 mL), and 

15 potassium carbonate (2.82 g, 20.4 mmol) and then refluxed for 3 d under nitrogen. The 
suspension was cooled to rt and water and brine were added. The mixture was extracted 
with methylene chloride. To the organic layer was added IN HCI in EtaO (3 mL) and the 
resulting solution was concentrated in vacuo. The concentrate was purified by flash 
chromatography using a gradient between 9:1 and 4:1 methylene chloride:methanol as 

20 elutant to give an oil. The oil was dissolved in methylene chloride and IN HCl in Et20 (3 
mL) was added and the mixture was stored at rt for 7 d. The precipitate was filtered and 
washed with ether to afford 388 as a yellow orange solid (0.125 g, 10%). *H NMR 
(DMSO-d6, 300 MHz) 6 1 .8 (m, 2H), 2.28 (s, 6H), 2.5 (m, 2), 4 (t. 2H), 4.8 (s, 2H), 6.9 
(d, IH), 7.08 (d, IH), 7.25 (d, IH), 7.45-7.58 (m, 4H), 7.65 (m, 2H), 7.8 (d, 2H), 9.05 (s, 

25 1 H); MS (ES^ m/z 502 (M+H)*. 

Example 167 
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H 




10 390 

3-Chloro-5-nitroindazole (Lancaster, 5 g, 25 mmol), sodium dithionite (17.6 g, 101 

TTunol), ethanol (150 mL), and water (50 mL) were combined in a round-bottom flask 
equipped with a stir bar, reflux condenser, and nitrogen on demand and then refluxed 
overnight. The reaction mixture was concentrated in vacuo and the resulting solid was 
15 dissolved in ethyl acetate, washed with brine and water. The organics were separated, 
dried over MgS04, and concentrated in vacuo to give 390 as a yellow solid (1.3 g, 31%). 

NMR (DMS0-d6, 400 MHz) 8 5 (s, 2H), 6.55 (s, IH). 6.8 (d, IH), 7.2 (s, IH), 12.7 (s, 
1 H); MS (ES**) m/z 1 68 (M+H)^. The crude product was used without further purification. 

20 

Step B: 

Carboxylic acid 105 (2.25 g, 7.74 mmol), HCA (0.59 mL, 3.88 mmol), THF, PPha (2.03 g, 
7.74 mmol) in THF, compound 390 (1.3 g, 7.7 mmol) in THF (45 mL total reaction 
25 volume), and pyridine (7.5 mL, 93 mmol) were used as in general procedure XIIL The 
reaction mixture was concentrated in vacuo and the resulting solid was suspended in 
ethanol, methanol, acetone, and water. The resulting solid was filtered ofl* and 
recrystallized fi'om ethyl acetate:hexanes. The precipitate was filtered and washed with 
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ether and 7:3 ethyl acetateihexanes to afford 389 as a tan solid (0.87 g, 26%). NMR 
(DMSOd^, 400 MHz) 8 4.7 (s, 2H), 7.2 (d, IH), 7.35 (d, IH), 7.415 (s, IH), 7.43-7.52 
(m, 4H), 7.55-7.6 (m, 4H), 7.78 (m, 2H), 7.9 (s, IH), 9.88 (s, IH), 13.2 (s, IH). 



5 Example 168 




o 




o o 



391 



Step A: 




392 

15 Ammonium hydroxide (40 mL) was added to 3-chloro-4-aminosulfonyl fluoride 

(Maybridge, 0.5 g, 2.4 mmol) and the mixture was heated to 62 for 1 h under nitrogen. 
The reaction was cooled to rt and the resulting mixture was extracted with ethyl acetate. 
The organics were dried over MgS04 and concentrated in vacuo to give 392 as a white 
soHd (0.394 g, 80%). *H NMR (DMSO-de, 400 MHz) 8 6.07 (s, 2H), 6.8 (d, IH), 7 (s, 

20 2H), 7.39 (dd, IH), 7.55 (d, IH); MS (ES") m/z 205 (M-H)". 



Step B: 

25 Carboxylic acid 1 05 (0.54 g, 1 .9 mmol), HC A (0. 1 4 mL, 0.92 mmol), THF, PPh3 (0.49 g, 
1 .9 mmol) in THF, compound 392 (0.384 g, 1 .9 mmol), in THF (40 mL total reaction 
volume), and pyridine (1 .8 mL) were used as in general procedure XIII. The reaction 
mixture was concentrated and the resulting solid was dissolved in ethanoL Water was 



I - 
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added and the precipitate was filtered and washed with 1 : 1 ethanohwater and ether to 
afford 391 as a white solid (0.206 g, 23.1%). *H NMR (DMSO-d^, 400 MHz) 5 4.8 (s, 
2H). 7.2 (d, IH), 7.43 (s, 2H), 7.47 (m, 2H), 7.6 (in, 2H), 7.75 (dd, 3H), 7.8 (d. IH), 8.05 
(d, IH), 9.3 (s, IH). 

5 

Example 169 

H 




10 

Step A: 



394 

5-Fluoro-2-nitrotoluene (Aidrich, 50.6 g, 364 mmol), DMSO (60 mL), and thiomorpholine 
(37 niL, 368 mmol) were combined and heated to 75''C for 2 h and 100°C for 4h under 
nitrogen. The reaction was cooled to it. Ether was added to the mixture and the slurry 
was stirred vigorously. Water was added to the slurry and the resulting solid was filtered 
and washed with water and ether, then dissolved in methylene chloride. The organics 
were washed with water, dried over MgS04, and concentrated in vacuo to give 394 as a 
yellow solid (70 g, 8 1 %). NMR (DMSO-de, 400 MHz) 5 2.5 (s/3H), 2.6 (t, 4H), 3.8 
(d, IH), 6.85 (s, IH), 7.95 (d, IH). The crude product was used without fiirther 
purification. 

25 

Step B: 





15 



20 
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395 

Compound 394 (0.29 g, 1.22 mmol), palladium on carbon (0.1 g, 10% w/w), ethanol (7 
mL), and THF (7 mL) were used as in general procedure XII using 68 psi of hydrogen to 
afford 395 as a brown solid (0252 g, crude material). 

\ 

StepC: 

Compound 395 (0.252 g. 1.2 mmol), acetonitrile (12 mL), EtaN (0.3 mL, 2.1 mmol), and 
acid chloride 320 (0.38 g, 1 .2 mmol) were used as in general procedure X. The product 
was purified by flash chromatography using 7:3 hexanesiethyl acetate as elutant to afford 
393 as an orange solid (0.084 g, 14%). 'H NMR (DMSO-d6, 400 MHz) 5 1 .95 (d, 3H), 
2.6 (d, 2H), 2.85 (t, 2H), 3.5 (d, 2H), 3.7 (t, 2H), 4.67 (s, 2H), 6.75 (dd, IH), 6.8 (d, IH), 
7.1 (d, IH), 7.2 (d, IH), 7.42 (d, IH), 7.48 (t, 2H), 7.59 (t, 2H), 7.75 (d, 2H), 8.8 (s, IH). 

Example 170 

H 




CI 

396 

Step A: 




397 398 
3-chloroperoxyben2oic acid (Aldrich, 0.046 g, 2.7 mmol) in methylene chloride was added 

dropwise to a stirred solution of compound 394 (12.5 g, 52.4 mmol) in methylene chloride 

(300 mL total volume for reaction) at -20 ^'C and the mixture was stirred for 1 .5 h after 
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which the cooling bath was removed and the reaction was stirred at rt overnight under 
nitrogen. The mixture was washed with saturated sodium metabisulfite^ 2N NaOH, and 
watCT. The organics were sq)arated, dried over MgS04, and concentrated in vacuo to give 
a mixture of 397 and 398 as a yellow solid (12.2 g, crude mixture). 



Step B: 



399 400 
The mixture of 397 and 398 (12.3 g), palladium oh carbon (3.7 g, 10% wAv). rthanol (100 

mL), THF (30 mL), and methanol (75 mL) were used as in general procedure Xn using 60 
psi of hydrogen to afford an oil. The product was purified on silica gel by flash 
chromatogn^hy using 7:3 hexanes:ethyl acetate, 100% ethyl acetate, and 4:1 ethyl 
acetate:metbanol as elutants to afford 399 as an orange solid (4.27 g, 39%) 'h NMR 
(DMSO-dfi. 400 MHz) 6 1 .99 (s, 3H), 2.68 (d, 2H), 2.87 (t. 2H), 3.1 5 (dd, 2H), 3.44 (t, 
2H), 4.38 (bs, 2H), 6.49 (d, IH), 6.59 (d, IH), 6.64 (s. IH); MS (ES*) m/z 225 (M+H)* and 
400 as a tan solid (3.57 g, 3 1 %) 'H NMR (DMSO-d«, 400 MHz) S 1 .99 (s. 3H). 3.08 (m, 
4H), 3.42 (m, 4H). 4.42 (bs, 2H), 6.49 (d, IH), 6.59 (d. IH), 6.66 (d, IH); MS (ES*) m/z 
241 (M+H)*. 

Step C: 

Carboxylic acid 105 (2.02 g, 6.95 mmol), HCA (0.528 mL, 3.48 mmol), THF (20 mL), 
PPha (1.82 g, 6.95 mmol) in THF (15 mL), sulfoxide 399 (1.56 g, 6.95 mmol) in THF (125 
mL total reaction volume), and pyridine (6.75 niL, 83.5 mmol) were used as in general 
procedure XBI. The reaction mixture was filtered and the filtrate was concentrated in 
vacuo. The concentrate was purified by fiash chromatography using a gradient betwera 
99:1 and 4:1 methylene chloride:methanol as elutant to afford 396 as a yellow foam (1.62 
g, 47%). 'H NMR (DMS0-d6, 400 MHz) 5 1 .95 (d, 3H), 2.62 (dd, 2H), 2.86 (t, 2H), 3.5 
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(dd, 2H), 3.69 (t, 2H), 4.67 (s, 2H), 6.75 (dd, IH), 6.8 (d, IH), 7.1 (d, IH), 7.2 (d, IH), 
7.42 (d, IH), 7.48 (t. 2H), 7.59 (t, 2H). 7.75 (d, 2H), 8.8 (s, IH). 



Example 171 



H 



0*o 



401 



Step A: 



402 

5-Chloro-2-nitrobenzonitrile (Aldrich, 5 g, 27 A mmol), sodium bicaibonate (4.62 g, 55 
mmol), pyridine (40 mL), water (1 mL), and thiomoipholine (5.53 mL, 55 mmol) were 
used as in general procedure XI to afford 402 as an orange solid (5.19 g, 76%). ^H NMR 
(DMSO-d6, 400 MHz) 5 2.62 (m, 4H), 3.9 (m, 4H), 7.2 (d, IH), 7.5 (d, IH), 8.1 (d, IH). 
The crude product was used without purification. 

Step B: 



NC 




403 

3-Chloroperoxybenzoic acid (Aldrich, 4.85 g, 1 7 mmol) in methylene chloride was added 
to a cooled solution of compound 402 (3 g, 12 mmol) in methylene chloride (100 mL total 
volume for reaction) at -20^C and the mixture was stirred for 1 5 min. after which the 
cooling bath was removed and the mixture was stirred at rt for 4 h under nitrogen. The 
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reaction mixture was washed with saturated sodium metabisulfite, 2N NaOH, and brine. 
The organics were sq>arated» dried over MgS04» and concaitrated in vacuo to afford 403 
as a yellow solid (0.59 g, crude material). NMR (DMSO-d6, 400 MHz) 5 2.63 (m, 
4H), 3.9 (m, 4H), 7.2 (dd, IH), 7.5 (d, IH), 8.1 (d, IH). 



Palladium on carbon (023 g, 10% w/w), compound 403 (0.5 g» 1.9 mmol), ethanol (30 mL 
total reaction volume), THF (20 mL), and methanol (20 mL) were used as in general 
procedure XH to afford 404 as a green oil (0.41 g, 93%). *H NMR PMSCMU , 300 MHz) 
5 2.68 (d, 2H), 2.9 (t, 2H); 3.3 (d, 2H), 3.55 (t, 2H), 5.6 (bs, 2H), 6.79 (d, IH), 7.02 (d, 
IH), 7.17 (dd, IH). 



Compound 404 (0.41 g, 1.8 mmol), HCA (0.132 mL, 0.87 mmol), PPha (0.46 g, 1.75 
mmol), pyridine (1.7 mL, 21 mmol), THF (25 mL), and carboxylic acid 105 (0.51 g, 1.8 
mmol) were used as in general procedure XDI. The concentrate was purified by flash 
chromatography using 95:5 methylene chlorideimethanol as elutant, flash chromatography 
using a gradient between 7:3 hexanes:ethyl acetate and 4:1 ethyl acetatermethanol as 
elut^t, TLC prep plate using 9:1 methylene chloride:methano] with 0.1% EtaN as elutant. 
The concentrate was dissolved in methyloie chloride and washed with 2N HCl. The 
organics were separated, dried over MgS04, and concentrated in vacuo to afford 401 as a 



tan foam (0.145 g, 16%). 'H NMR PMSO-de, 300 MHz) 5 2.65 (d, 2H), 2.9 (t, 2H), 3.8 
(m, 4H), 4.76 (s, 2H), 7.2 - 7.4 (m, 3H), 7.4 - 7.6 (m, 4H), 7.65 (m, 2H), 7.8 (d, 2H), 9.7 
(s, IH). 




404 



Step C: 
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Example 172 




CI 

405 

Step A: 




406 

4-Piperidone monohydrate monohydrochloride salt (Lancaster, 2.73 g, 17.8 mmol) and 
saturated potassium carbonate (10 mL) were combined in a round-bottom flask and stirred 
for 10 min. Pyridine (45 mL) and 2-nitro-5-fluorotoluene (Aldrich, 1.41 mL, 9.35 mmol) 
were added and the reaction was refluxed overnight. The two-phase solution was 
separated and the organics were concentrated in vacuo. The concentrate was dissolved in 
ethyl acetate and washed with water and brine. The organics were dried over MgS04 and 
concentrated in vacuo to afford 406 as a red oil (0.59 g, 27). NMR (DMSO-d6, 300 
MHz) 6 2.6 (t, 4H), 3.8 (t, 4H), 7 (d, 2H), 8 (d, 2H); MS (ES") m/z 235 (M+H)\ 



Step B: 




407 
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Compound 406 (0.S7 g, 2.4 mmolX palladium on carbon (0.17 g, 10% w/w), ethanol (25 
mL) and THF (25 mL) were used as in general procedure XII using 70 psi hydrogen to 
afford 407 as a yellow oil (0.5 g, crude material). 

Step C: 

Compound 407 (0.5 g, 2.1 mmol), HCA (0.16 mL, 1.05 mmol), PPha (0.56 g, 2.1 mmol), 
pyridine (2 mL, 25 mmol), THF (50 mL), and carboxylic acid 105 (0.62 g, 2.1 mmol) 
w^e used as in general procedure Xm. The mixture was concentrated in vacuo and 
purified on by flash chromatography using a gradirat between 1 : 1 h^anes:ethyl acetate 
and 1 00% ethyl acetate as elutant to afford 405 as a yellow soUd (0.32 g, 3 1 %). *H NMR 
(DMS0-d6, 300 MHz) 5 2 (s, 3H), 2.4 (m, 4H), 3.58 (m, 4H), 4.7 (s, 2H), 6.85 (d, IH), 6.9 
(s, IH), 7.15 (d, IH), 7.25 (d, IH), 7.48 (s, IH), 7.55 (t, 2H), 7.65 (t, 2H). 7.8 (d, 2H), 8.85 
(s, IH); MS (ES*) m/z 478 (M+H)^. 




408 

Carboxylic acid 115 (1 g, 3.6 mmol), methylene chloride (30 mL), and thionyl chloride 
(7.6 mL, 104 nunol) were used as in general procedure XV to afford 408 as a purple oil 
(1 .24 g, crude material). 




409 

Ester 412 (15.92 g, 52 mmol), ethanol (EtOH, 150 mL ), water (50 mL), and lithium 
hydroxide monohydrate (2.71 g, 65 mmol) were used as in general procedure IV to afford 
409 as a tan soHd (7.47 g, 51.6%). The crude material was used without purification. 
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O 




410 

Thionyl chloride (60 mL, 800 mmol) was added portionwise to a solution of 3-fijroic acid 
(1 1 .21 g, 100 nunol) in methylene chloride (100 mL) and the mixture was refluxed for 2 h. 
The solution was concentrated in vacuo to afford the acid chloride 410 as an oil (13 g, 
crude material). 




CI 



411 

Acid chloride 410 (13 g, 100 mmol), aluminum chloride (AICI3, 13.6 g, 100 mmol), 
CH2CI2 (200 mL), and 4-chloioanisole (12.25 mL, 100 mmol) were used as in general 
procedure HI. The product was purified by flash chromatography using a 7:3 
hexanes:methylene chloride and 1:1 hexanes:methylene chloride as elutant The 
concentrate was triturated between ether and hexanes, filtered, and the resulting solid was 
washed with hexanes to afford 411 as a yellow crystalline solid (12.3 g, 55%).'H NMR 
(DMS0-d6, 400 MHz) 5 6.8 (s, IH), 6.95 (d, IH), 7.4 (m, 2H), 7.8 (s, IH), 8.25 (s, IH), 
10.45 (s, IH). 




412 
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Phenol 411 (12.3 g» 553 nunolX potassium carbonate (38.21 g» 277 mmol), ethyl 
bromoacetate (6.4 mL, 57.7 nunol), and acetone (250 mL) were used as in general 
procedure II to afford 412 as a yellow/orange foam (15.9 g, 93%). MS (ES") m/z 279 (M- 
H)*. The crude product was used without purification. 

5 




10 Compoimd 415 (0.4 g, 2.3 nunol), palladium on carbon (0.12 g, 10% w/w), and ethanol 
(50 mL) were used as in general procedure XII using 60 psi of hydrogen to afford 413 as a 
tan solid (0.35 g, crude material). *H NMR (DMSO-d6, 400 MHz) 6 2.05 (s, 3H), 4.96 
(bs, 2H), 6.56 (s, IH), 7.22 (s, IH), 7.63 (s, IH), 12.16 (s, IH); MS (ES^ m/z 148 (M-H)*. 




414 

Potassium nitrate (10.13 mL, 100 mmol) in concentrated sulfuric acid (50 mL) was added 
dropwise to a stirred solution of concentrated sulfuric acid (50 mL) and 2,4- 
20 dimethylaniline (Aldrich, 4.94 g, 40.8 mmol) at 0 ^C. The reaction was stirred for 3 h. 
The mixture was poured into ice water (1 800 mL) and extracted with ethyl acetate. The 
organics were separated and concentrated in vacuo to afford 414 as an orange solid (2.98 
g, 44%). NMR (DMSO-d6, 400 MHz) 5 2.02 (s, 3H), 2.3 (s, 3H), 7 (s, IH), 7.26 (s, 
IH). 

25 




415 
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Sodium nitrite (0.67 g, 9.7 mmol) in water (4 mL) was added dropwise to a stirred solution 
of compound 414 (1.6 g, 9.6 mmol) and glacial acetic acid (250 mL) at 0 ^C. The reaction 
was stirred for 15 min. at 0 and rt for 3 h. The reaction was stored for 9 d. The 
mixture was concentrated in vacuo. The concentrate was triturated with water and the 
resulting slurry was stirred for 1 h. The sluny was filtered and washed with water. The 
solid was dissolved in methylene chloride and washed with water. The organics were 
separated and further purified by flash chromatography using 9:1 hexanes:ethyl acetate 
and 1 :1 hexanesrethyl acetate to afford 415 as a red solid (0.4 g, 19%). 'H NMR (DMSO- 
d6, 400 MHz) 6 2.5 (s, 3H). 7.82 (s, IH), 8.17 (d, 2H), 13.53 (bs, IH). 




416 

Compound 420 (1.07 g, 6 mmol), palladium on carbon (0.33 g, 10% w/w), ethanol (30 
mL) and THF (20 mL) were used as in general procedure XU using 80 psi of hydrogen to 
afford 416 as a brown solid (0.53 g, 60%). 'H NMR (DMSO-d^, 300 MHz) 5 2,25 (s, 
3H), 4.5 (s, 2H), 6.8 (d, IH), 7.1 (d, IH), 7.85 (s, IH), 12.55 (bs, IH). MS (ES^) m/z 148 
(M-H)\ 



Y 




417 

Acetic anhydride (25 mL, 265 mmol) was added to a stirred solution of 2,3- 
dimethylaniline (Aldrich, 31.2 g, 257 mmol) and toluene (50 mL) under nitrogen. The 
resulting solid was filtered and washed with hexanes and ether to afford 417 as a white 
solid (40.59 g, crude material). 'H NMR (DMSO-d«, 300 MHz) 5 2.06 (d, 6H), 2.26 (s, 
3H), 7.05 (m, 2H), 7.15 (d, IH), 9.35 (bs, IH). 
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418 

Potassium nitrate (6,2 g, 61 mmol) in concentrated sulfuric acid (75 mL) was added 
dropwise over 1 h to a cooled, stirred solution of concentrated sulfuric acid (50 mL) and 
compound 417 (10 g, 61 mmol) at -17 X. The cooling bath was removed and the reaction 
was stirred at 0 for 1 h. The solution was poured into ice water (2000 mL) and stirred 
vigorously. The solution was extracted with methylene chloride. The organics were 
separated, dried over MgS04, and concentrated in vacuo to afford a solid. The solid was 
purified by flash chromatogr^hy usinga gradient between 7:3 hexanes:ethyl acetate and 
ethyl acetate as elutant to afford 418 as a yellow solid (4.24g, 33%). MS (ES") m/z 201 
(M-H)', Compound 418 was used as a mixture without purification. 




419 

Compound 418 (4.24 g, 20,4 mmol) was added portionwi^e to a stirred solution of 
potassium hydroxide (1 .2 g, 21 mmol), water (50 mL), and ethanol (200 mL) and the 
mixture was refluxed for 1 h. Water (50 mL) was added to the reaction dropwise and the 
resulting solution was cooled to rt. A precipitate was filtered and washed with water and 
ether. The filtrate was extracted with ether and the organics were combined, dried over 
MgS04, and concentrated in vacuo to give 419 as a yellow solid (2.02 g, 60%). *H NMR 
(DMSO-d^, 400 MHz) 6 2 (s, 3H), 2.34 (s, 3H), 6,12 (bs, 2H), 6.5 (d, IH), 7.6 (d, IH). 

^ H 
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420 

Sodium nitrite (0.42 g, 6 mmol) in water was added dropwise to a stirred solution of 
compound 419 (I g, 6 nimol) and glacial acetic acid (50 mL) at O^^C and stiired for 1 h. 
The reaction was stored for 2 d at rt. The mixture was concentrated in vacuo and the 
concentrate was triturated with water. The resulting solid was filtered and washed with 
water to afford 420 as a tan solid (2.07 g, crude material). NMR (DMSO-d6, 400 MHz) 
5 2.8 (s, 3H), 7.5 (d, IH), 7.95 (d, IH), 8.45 (s, IH), 13:6 (bs, IH); MS (ES") m/z 176 (M. 
H)\ 




Compound 423 (2.69 g, 15.2 mmol), palladium on carbon (0,8 g, 10% w/w), ethanol (100 
mL), and THF (20 mL) were used as in general procedure Xn using 60 psi of hydrogen to 
afford 421 as a tan solid (1.43 g, 63.8%). The crude material was used without 
purification. 




422 

Potassium nitrate (10.13 mL, 100 mmol) in concentrated sulfuric acid (50 mL) was added 
dropwise to a stiired solution of concentrated sulfuric acid (50 mL) and 2,6- 
dimethylaniline (Aldrich, 12.32 g, 100 mmol) at -10 ""C and stirred for 1 h. The mixture 
was poured into ice water and extracted with ethyl acetate. The organics were separated, 
dried over MgS04, and concentrated in vacuo to afford 422 as an orange solid (5.63 g, 
34%). NMR (DMSO-d6, 400 MHz) 6 2.05 (d, 6H), 5.4 (bs, 2H), 6.9 (d, IH), 6.96 (d, 
2H). The crude material was used without purification. 
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Sodium nitrite (2.34 g, 34 mmol) in water (10 mL) was added dropwise to a stirred 
solution of compound 422 (5.63 g, 34 mmol) and glacial acetic acid (500 mL) at Q^'C and 
stirred for 15 min. The cooling bath was removed and the reaction was stored at rt for 6 d. 
The mixture was concentrated in vacuo and the concentrate was triturated with water. The 
resulting solid was filtered and recrystallized from methanol to give 423 as a red solid 
(2.69 g, 45%). NMR (DMSOd^, 400 MHz) 5 2.73 (s, 3H), 3. 15 (s. 3H), 7.64 (d, IH), 
7.9 (d, IH), 8.24 (s, IH), 13.85 (bs, IH). MS (ES*) m/z 176 (M-H)". The crude material 
was used without purification. 




CI 

424 



Ester 426 (16.72 g, 42 nmiol), ethanol (EtOH, 200 mL ), water (50 mL), and Hthium 
hydroxide monohydrate (2.21 g, 52 mmol) were used as in general procedure HI to afford 
424 as an off-white solid (10.71 g, 69%). The crude material was used without 
purification. 



O OH 




CI 



425 
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4-Biomobenzoyl chloride (8.73 g, 40 mmol). aluminum chloride (AlQj, 5.3 g, 40 mmol), 
CH2CI2 (125 mL), and 4-chloroanisole (4.87 mL, 40 mmol) were used as in general 
procedure I to afford 425 as a yellow solid (14.27 g. cnide material). 




CI 
426 



Compound 425 (14.27 g, 65 mmol), potassium carbonate (45 g, 325 mmol), ethyl 
bromoacetate (7.57 mL, 68 mmol), and acetone (250 mL) were used as in general 
procedure H to afford 426 as a tan solid (1 6.72 g, 65%). *H NMR (DMSO-d6, 400 MHz) 
6 4.6(s, 2H), 7.07 (d, IH), 7.4 (d, IH), 7.54 (dd, IH), 7.64 (m, 4H), 13.04 (bs, IH). The 
crude material was used without purification. 




CN CI 
, 427 



Caiboxylic acid 129 (1.5 g, 4.8 mmol), methylene chloride (30 mL), and thionyl 
chloride(10 mL, 137 mmol) were used as in general procedure XV to afford 427 as an off- 
white, sticky soUd ( 1 .58 g, crude material). 
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Ester 430 (17.24 g, 43 mmol), ethanol (200 mL ), water (50 mL), and lithium hydroxide 
monohydrate (2.27 g, 54 mmol) were used as in general procedure III to afford 123 as a 
white solid (6.53 g, 41%). 



Br O OH 




CI 



429 

2-Bromobenzoyl chloride (10 g, 46 mmol), aluminum chloride (AlCb, 6.2 g, 46 mmol), 
CH2CI2 (250 mL), and 4-chloroanisole (5.6 mL, 46 mmol) were used as in general 
procedure I to afford 429 as a tan solid (13.76 g, crude material). 




CI 
430 



Compound 429 (13.76 g, 44 mmol), potassium cari>onate (30.52 g, 221 mmol), ethyl 
bromoacetate (5.14 mL, 46 mmol), and acetone (250 mL) were used as in general 
procedure H to afford 430 as a yellow solid (1 7.24 g, crude material). 'H NMR (DMSO- 
d^, 400 MHz) 5 4.5 (s, 2H), 7.15 (d, IH). 7.4 (s, 4H), 7.48 (d, IH). 7.58 (d, IH), 7.65 (d, 
IH), 12.95 (bs, IH): 




431 

Ester 433 (17.24 g, 43 mmol), ethanol (EtOH, 200 mL ), water (50 mL), and lithium 
hydroxide monohydrate (2.27 g, 54 mmol) were used as in general procedure HI to afford 
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431 as a white solid (6.53 g, 41%). NMR (DMSO-<l6, 400 MHz) 8 4.65 (s, 2H), 7.08 
(d, IH). 7.42 (m, 2H), 7.54 (dd, IH). 7.71 (d, IH), 7.83 (dd, 2H), 13.00 (bs, IH); MS 
(ES^ m/z 371 (M+H)^. The cnide material was used without purification. 





0 OH 






Br 


CI 



432 

3-Bromobeiizoyl chloride (24.11 g, llOmmol), aluminum diloride (AlQs, 15 g, 113 
mmol), CH2CI2 (250 mL), aod 4-chloroaiiisole (13.46 mL, 1 10 mmol) were used as in 
general procedure I to afford, after triturating the concentrate wifli hexanes and filtering, 
432 as a green solid (25.57 g, 75%). The crude material was used without purification. 




Br Cr 
433 



Compound 432 (9.08 g, 29 mmol), potassium carbonate (20.14 g, 146 mmol), ethyl 
bromoacetate (3.39 mL, 31 mmol), and acetone (200 mL) were used as in general 
procedure 11 to afford 433 as a red/brown oil (12.68 g, crude material). 'H NMR (DMSO- 
de, 400 MHz) 8 1 .12 (t, 3H), 4.06 (q, 2H), 4.75 (s. 2H), 7.1 1 (d, IH), 7.44 (t, 2H), 7.54 (d, 
IH), 7.69 (d, IH), 7.83 (d, 2H); MS (ES*) m/z 398 (M+H)^ 




Br CI 
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434 

Carboxylic acid 431 (3 g, 8.1 mmol), methylene chloride (25 mL), and thionyl 
chloride(l 1 .84 mL, 162 mmol) were used as in general procedure XV to afford 434 as a 
light brown oil (2.96 g, 94%). The crude material was used without purification. 

Example 173 

H 




435 

Compound 115 (0.28 g, 1 mmol), HCA (0.08 mL, 0.5 mmol), THF (50 mL total reaction 
volume), PPh3 (0.26 g, 1 mmol) in THF, and 6-aminoindazole (0.13 g, 1 mmol) in THF 
were used as in general procedure XIII. The product was purified by flash 
chromatography using a gradient between 1:1 hexanesiethyl acetate and 100% ethyl 
acetate to afford 435 as an orange oil (0,042 g. 1 1%). ^H NMR (DMSOd^, 400 MHz) 5 
4.8 (s, 2H), 6.7 (d, IH), 7.05 (d, IH), 7.2 (d, 2H), 7.35 (d, IH), 7.5 (d, IH). 7,55 (dd, IH), 
7.65 (d, IH), 7.94 (s, IH), 8.07 (s, 2H), 10.06 (s, IH), 12.89 (s, IH). 

Example 174 




CI 

436 



Compound 115 (0.19g, 0.68 nunol), HOBt (0.09 g, 0.68 mmol), DMF (1 mL), 416 (0.1 g, 
0.68 mmol) in DMF, EDAC (0.13 g, 0.69 mmol) in DMF (5 mL total reaction volume), 
and EtjN (0.19 mL, 1.36 mmol) were used as in general procedure IV. The product was 
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purified by flash chromatogr^hy using 1:1 and 7:3 ethyl acetate:hexanes to afford 436 as 
an off-white solid (0.126 g, 11%). 'H NMR (DMSO-d«, 400 MHz) 5 2.25 (s, 3H), 4.8 (s, 
2H), 6.7 (s, IH), 7.1 8-7 J5 (m, 4H). 7.5 (s, IH). 7.6 (d, IH). 8.05 (dd, 2H). 9.35 (s, IH), 13 
(s. IH). 

Example 1 75 



H 




CI 

437 



Compound 416 (0.1 g, 0.68 nunol), NEta (0.14 mL, 0.71 mmol), acetonitrile (5 mL total 
reaction volume), and acid chloride 1 (0.53 g, 1.7 nrniol) in acetonitrile were used as in 
general procedure X. The product was purified by flash chromatogr^hy using 1 : 1 
h(Bxanes:ethyl acetate to afford 437 as an off-white solid (0.095 g, 33%). 'H NMR 
(DMSO-dfo 300 MHz) 6 2.28 (s, 3H), 4.78 (s, 2H), 7.15 (d, IH), 7.3 (t, 2H), 7.55 (dd, 
3H), 7.65 (t, 2H), 7.82 (d, 2H), 8.13 (s, IH), 9.18 (s, IH), 13.04 (bs, IH); MS (ES*) m/z 
420 (M+H)*. 

Example 176 

H 




CI 



438 

Compound 112 (0.20g, 0.67 mmol), HOBt (0.09 g, 0.68 mmol). DMF (2 mL), compound 
416 (0.1 g, 0.68 mmol) in DMF (3 mL), EDAC (0.13 g, 0.69 mmol), and RjN (0.19 mL, 
1 .36 nunol) were used as in general procedure IV. The product was purified by flash 
chromatography using 7:3 ethyl acetate:hexanes and 100% ethyl acetate to afford 438 as 
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an off-white solid (0.192 g. 67%). NMR (DMSO-d6, 300 MHz) 5 2.3 (s, 3H), 4.85 (s, 
2H), 7.2-735 (m, 4H). 7.55 (s, IH), 7.65 (d, IH), 7.7 (s, IH), 8.15 (s, 2H). 9J8 (s. IH), 
13.05 (s, IH)- MS (ES") m/z 424 (M-H)'. 

Example 177 

H 




CI 

439 



Compound 112 (0.20g, 0.67 nunol), HOBt (0.09 g, 0.68 mmol), DMF (2 mL), 5- 
aminoindazole (Aldrich, 0.09 g, 0.68 mmol) in DMF (3 mL), ED AC (0.13 g, 0.69 mmol), 
and EtaN (0.19 mL, 1.36 mmol) were used as in graeral procedure IV. The product was 
purified by flash chromatography using 1:1 ethyl acetate:hexanes as elutant and further 
purified by dissolving in ethyl acetate, washing with water, drying organics over MgS04 
and concentrating in vacuo to afford 439 as an off-white solid (0.071 g, 26%). 'H NMR 
(DMS0-d6, 400 MHz) 5 4.8 (s, 2H), 7.2 (d, 2H), 7.35 (d, IH), 7.5 (d, 2H), 7.55 (d, IH), 
7.65 (s, IH), 8 (t, 3H), 9.85 (s. IH), 13 (s, IH). 

Example 178 




CI 

440 



Compound 413 (0.1 g, 0.68 mmol), NEtj (0.19 mL, 2.6 mmol), acetonitrile (30 mL), and 
acid chloride 320 (0.21 g, 0.68 mmol) in acetonitrile (10 mL) were used as in general 
procedure X. Bie product was piuified by flash chromatography using 7:3 hexanes:ethyl 
acetate then 1:1 hexanesiethyl acetate as elutant, and a TLC prep plate eiuted with 1:1 
hexanes:ethyl acetate to afford 440 as an off-white solid (0.019 g, 6.7%). ^H NMR 
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PMSO-dfo 300 MHz) 6 2.28 (s, 3H), 4.78 (s. 2H), 7. 15 (d, IH), 7.3 (t, 2H). 7.49 (m, 3H). 
7.64 (t, 2H), 7.8 (d, 2H). 8.1 (s. IH). 9.18 (s, IH), 13 (bs, IH); MS (ES*) m/z 420 (M+Hf. 

Example 179 




441 

Compound 399 (1.2 g, 5.4 mmol) in acetonitrile (45 mL total reaction volume),acid 
chloride 427 (1.22 g, 3.65 nrniol) in acetonitrile, and NEts (0.71 mL, 5.1 mmol) were used 
as in general procedure X. The product was purified by flash chromatogn^hy using 95:5 
methylene chloride.Tnethahol as elutant to afford 441 as an off-white solid (0.59 g, 31%). 
■h NMR (DMSO-d6, 400 MHz) 8 1 .97 (s, 3H), 2.6 (d, 2H), 2.85 (t, 2H), 3.5 (d, 2H), 3.7 
(t, 2H), 4.67 (s, 2H), 6.75 (d, IH), 6.82 (s, IH), 7.06 (d, IH), 7.2 (d, IH), 7.48 (s, IH), 7.65 
(t. 2H), 8.05 (bs, 2H), 8.15 (s, IH), 8.96 (s, IH). 

Example 180 




CI 

442 



Compound 428 (0.443 g, 1.2 mmol), HOBt (0.16 g, 1 .2 mmol), DMF, compound 399 
(0.40 g, 1.8 mmol) in DMF (15 mL total reaction volume), EDAC (0.23 g, 1.2 mmol), and 
EtjN (0.34 mL, 2.4 mmol) were used as in general procedure IV. The product was 
purified by flash chromatography using 98:2 methylene chloride:methanol as elutant to 
afford 442 as an off-white foam (0. 1 54 g, 22%). 'H NMR (DMSO-d6, 400 MHz) 6 2.07 
(s, 3H), 2.6 (d, 2H), 2.85 (t, 2H), 3.5 (d. 2H), 3.7 (t, 2H), 4.62 (s, 2H), 6.78 (d, IH), 6.84 
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(s, IH), 7.15 (d, IH), 7.25 (d, IH), 7.38 (t, IH), 7.42 (d, 2H), 7.5 (t, IH), 7.65 (m, 2H). 8.8 
(s, IH). 

Example 181 




5 CI 

443 

Compound 424 (0.443 g, 1.2 mmol), HOBt (0.16 g, 1.2 mmol), DMF, compound 399 
(0.40 g, 1.8 mmol) in DMF (15 mL total reaction volume), EDAC (0.23 g, 1.2 mmol), and 

10 EtaN (0.34 mL, 2.4 mmol) were used as in general procedure IV. The product was 

purified by flash chromatography using 98:2 methylene chloridermethanol as elutant to 
afford 443 as a pale yellow foam (0.105 g, 15%). NMR (DMS0-d6, 400 MHz) 6 2.06 
(s, 3H), 2.75 (d, 2H), 2.95 (t, 2H), 3.6 (d, 2H), 3.8 (t, 2H), 4.77 (s, 2H), 6.88 (d, IH), 6.92 
(s, IH), 7.15 (d, IH), 7.3 (d, IH), 7,55 (d, IH), 7.72 (d, 2H), 7.78 (s, 4H), 8.97 (s, IH); MS 

15 (ES") /n/z 574 (M-H)'. 

Example 182 



H 



20 




444 
■ ■ ■ 

Copper cyanide (0.029 g, 0.33 mmol) was added to a solution of compound 443 (0.093 g, 
0. 1 6 mmol) in DMSO (5 mL) and the reaction was heated to 1 60^C and stirred overnight 
25 The mixture was cooled and water was added to it. The resulting solid was filtered and 
washed with ethyl acetate. The filtrate was separated, dried over MgS04, and 
concentrated in vacuo. The product was purified by flash chromatography using a 
gradient between 9:1 hexanesiethyl acetate and ethyl acetate as the elutant to afford 444 as 
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an orange foam (0.012 g, 14%). 'H NMR (DMSO-d^, 400 MHz) 6 1.95 (s, 3H), 2.65 (d, 
2H). 2.85 (t. 2H). 3.5 (d, 2H), 3.7 (t, 2H), 4.64 (s, 2H), 6.75 (dd, IH). 6.82 (s. IH). 7.02 
(d, IH), 7.2 (d, IH). 7.5 (s. IH). 7.63 (d. 2H). 7.9 (m. 4H), 8.88 (s, IH); MS (ES^ m/z 521 
(M-H)-. 



Example 183 




445 

Copper cyanide (0.037 g, 0.42 nunol) was added to a solution of compound 442 (0.120 g, 
0.21 nunol) in DMSO (5 mL) and the reaction was heated to 160 and stirred overnight. 
The mixture was cooled and water was added to it. The resulting solid was filtered and 
washed with ethyl acetate. The filtrate was separated, dried over MgS04, and 
concentrated in vacuo. The product was purified by flash chromatography using a 
gradient between 9:1 hexanesrethyl acetate and ethyl acetate as the elutant to afford 445 as 
an orange foam (0.012 g, 1 1%). NfMR (DMS0-d6, 400 MHz) S 1.99 (s, 3H), 2.62 (d, 
2H), 2.86 (t, 2H), 3.5 (d, 2H), 3.69 (t, 2H), 4.62 (s, 2H), 6.75 (d, IH), 6.82 (s, IH), 7.05 
(d, IH), 7.2 (d. IH), 7.55 (d, IH), 7.7 (m, 4H), 7.98 (d, IH), 8.97 (s, IH); MS (ES") m/z 
521 (M-H); 



Example 184 



H 





0. 








T // 




HN-N 


CI 




446 
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Carboxylic acid 105 (0^96 g, 1.2 mmol), HOBt (0.136 g, 1.02 mmol), DMF, compound 
421 (0.296 g, 1.02 mmol) in DMF (10 mL total reaction volume), ED AC (0.193 g, 1.02 
mmol), and EtjN (0.284 mL, 2.04 mmol) were used as in general procedure IV. The 
product was purified by flash chromatography using 1:1 ethyl acetate:hexanes as elutant. 
The concentrate was dissolved in methylene chloride, washed with 10% potassium 
carbonate. TTie organics were separated, dried over MgS04, and concentrated in vacuo. 
The resulting solid was triturated with ethyl acetate and filtered to affoid 446 as an off- 
white soUd (0.008 1 g, 2%). 'H NMR (DMSO-de, 400 MHz) 6 2.2 (s, 3H), 4.74 (s, 2H), 
6.95 (d, IH), 7.22 (d, IH), 7.45 (m, 4H). 7.6 (m. 2H), 7.75 (d, 2H), 7.98 (s, IH), 9.25 (s, 
IH) 13.05 (bs, IH); MS (ES*) m/z 420 (M+H)*. 

Example 185 




CI 

447 



Compound 399 (0.314 g, 1.4 mmol) in acetonitrile (10 mL total reaction volume), acid 
cWoride 408 (0.3 g. 1 mmol) in acetonitrile, and NEta (0.24 mL, 1.7 mmol) were used as 
in general procedure X. The product was dissolved in methyloie diloride and washed 
with saturated potassium carbonate and watw then purified by flash chromatography using 
95:5 methylene chloride:methanol as elutant to afford 447 as an off-white foam (0.305 g, 
63%). 'H NMR (DMSOdfc 400 MHz) 5 2.03 (s, 3H), 2.63 (d, 2H), 2.85 (t. 2H), 3.5 (d. 
2H). 3.7 (t, 2H), 4.74 (s. 2H), 6.71 (d, IH), 6.78 (d, IH). 6.84 (s, IH), 7.18 (m. 2H). 7.3 
(d. IH), 7.5 (d, IH), 7.59 (dd, IH). 8.06 (s, IH), 9.02 (s, IH); MS (ES") Wz 487 (M+H)*. 

Example 187 
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448 

Compound 466 (0.15 g, 0.8 mmol) in acetonitrile (10 mL total reaction volume), acid 
chloride 427 (0.2 g, 0.6 mmol) in acetonitrile, and NEta (0.1 12 mL, 0.8 mmol) were used 
as in general procedure X. The product was purified by flash chromatography using 95:5 
methylene chlorideimethanol as elutant and TLC prep plate eluted twice with 98:2 
methylene chloride:methanol to afford 448 as an off-white solid (0. 1 04 g, 36%). NMR 
(DMSO-d6, 400 MHz) 5 2.14 (s. 3H), 4.78 (s, 2H), 7.22 (m, 3H), 7.49 (d, IH), 7.61 (m, 

ft 

3H). 7.68 (t, IH), 8.06 (d, 2H). 8.17 (s, IH). 9.39 (s, IH); MS (ES") mJz 482 (M-H)". 
Example 187 




Br CI 

449 



Compound 466 (0.141 g, 0.757 mmol), NEts (0.106 mL, 0.761 mmol), acetonitrile (20 mL 
total reaction volume), and acid chloride 434 (0.203 g, 0.523 mmol) were used as in 
general procedure X. The product was purified by flash chromatography using 98:2 
methylene chloride:methanol as elutant to afTord 449 as an ofT-white solid (0.038 g, 14%). 
'H NMR (DMSO-d«, 400 MHz) 5 2.14 (s, 3H), 4.77 (s, 2H), 7.22 (m, 3H), 7.45 (dd, 2H), 
7.6 (m, 4H), 7.72 (d, IH), 7.82 (d, IH), 7.88 (s, IH), 9.3 (s, IH); MS (ES") mh 536 (M-H)'. 
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Example 188 




5 450 

Compound 399 (1.43 g, 6.37 mmol), NEtj (0.888 mL. 6.37 mmol), acetonitrile (50 mL 

total reaction volume), and acid chloride 434 (1.68 g, 4.64 mmol) were used as in general 
procedure X. The product was purified by flash chromatography using 98:2 methylene 
chloride:methanol as elutant to afford 450 as an beige soUd (1.3 g, 52%). NMR 
10 (DMSO-dfi, 400 MHz) 6 1.98 (s, 3H), 2.62 (d, 2H), 2.85 (t, 2H), 3.5 (d, 2H), 3.69 (t, 2H), 
4.67 (s, 2H), 6.75 (dd, IH), 6.82 (d, IH), 7.08 (d, IH), 7.2 (d/lH), 7.42 (d, IH). 7.46 (d, 
IH), 7.62 (dd, IH), 7.7 (d,'lH), 7,81 (d, IH), 7.88 (s, IH), 8.9 (s, IH); MS (ES ) m/z 574 
(M-H)-. 

15 Example 189 




Trifluoroacetic acid (TFA, 5 mL, 65 mmol) was added to a solution of compound 452 
(0.095 g, 0.17 mmol) in acetonitrile (10 mL) and stirred at rt under nitrogen overnight. 
20 Carbon tetrachloride was added to the reaction mixture and the resulting solution was 
concentrated in vacuo to azeotrope off the TFA. This procedure was repeated multiple 
times. The product was purified by flash chromatography using 1 : 1 hexanes:ethyl acetate 
as elutant to afford 451 as a red/orange solid (0.012 g, 1 6%). 'H NMR (DMSO-d6, 400 
MHz) 5 2.04 (s, 3H), 3.15 (s, 4H), 3.21 (d, 4H), 4.75 (s, 2H), 6.7 (d, IH), 6.75 (d, IH), 6.8 
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(s, IH), 7.2 (dd, 2H), 7.3 (d, IH), 7.5 (d, IH), 7.58 (d, IH), 8.06 (s, 2H), 8.19 (bs, IH), 
9.05 (s. IH); MS (ES^ m/z 454 (M+H)^ 

Example 190 




452 

Compound 367 (0.409 g, 1.4 mmol) in acetonitrile (5 mL total reaction volumeX acid 
chloride 408 (0.3 g, 1 mmol) in acetonitrile, and NEta (0.24 mL. 1.7 mmol) were used as 
in general procedure X. The product was purified by flash chromatography using 99: 1 
methylene chloridermethanol as elutant to afford 452 as a brown, viscous oil (0.202 g, 
36%). NMR (DMSO-d6, 400 MHz) 6 1.38 (s, 9H), 2.02 (s, 3H), 3.01 (d, 4H), 3.4 (d, 
4H), 4,74 (s, 2H), 6.72 (d, 2H), 6.77 (s, IH), 7.19 (t, 2H), 7.3 (d, IH), 7.5 (d, 3H), 7.57 
(dd, IH), 8.05 (s, IH), 9.01 (s, IH); MS (ES ) m/z 553 (M-H)'. 

Example 191 




HN^N 



453 



Compoimd 413 (0.072 g, 0.49 mmol) in acetonitrile (10 mL total reaction volume), acid 
chloride 427 (0.163 g, 0.49 mmol) in acetonitrile, and NEta (0.1 mL, 0.72 mmol) were 
used as in general procedure X. The product was purified by flash chromatography using 
98:2 methylene chloridermethanol as elutant to afford 453 as an off-white solid (0.013 g. 
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6%). 'H NMR (DMSO-d^, 400 MHz) 6 2.16 (s, 3H), 4.77 (s, 2H). 7.25 (d, IH), 7.5 (s, 
2H), 7.65 (m, 3H), 7.89 (s, IH). 8.08 (d, 2H), 8.16 (s, IH), 9,03 (s. IH), 12.84 (s, IH); MS 
(ES") /n/z 443 (M-H)\ 

Example 192 




CI CI 

454 



CaAoxylic acid 76 (0.2 g, 0.55 mmol), methylene chloride (CH2CI2, 3 mL), DMF (4 
drops), oxalyl chloride (0.13 mL, 1.49 mmol) were used as in general procedure V. The 
resulting acid chloride was added to a solution of the amine 413 (0.081 g, 0.55 mmol), 
acetone (5 mL), sodium bicarbonate (0.42 g, 5 mmol), and water (0.5 mL) as used in 
general procedure VI. The solution was heated to 40*'C for 1 h, after which time water (25 
mL) was added to the reaction mixture and the resulting suspension was filtered. The 
solids were washed with ether to afford 454 as a gray solid (0.045 g, 17%). NMR 
(DMSO^, 300 MHz) 6 2.2 (s, 3H), 4.85 (s, 2H), 7.3 (d, IH), 7.56 (s, 2H), 7.7 (d, IH), 
7.77 (s, 3H), 7.9 (s, 2H), 9.2 (s, IH), 12.9 (s, IH); MS (ESI rn/z 486 (M-H)*. 

Example 193 




455 
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Caiboxylic acid 71 (0.2 g, 0.53 mmol), methylene cWoride (3 mL), DMF (4 drops), oxalyl 
chloride (0.123 mL, 1.41 mmol) were used as in gaieral procedure V. The resulting acid 
chloride was then added to a solution of the amine 103 (0.078 g, 0.53 mmol), acetone (5 
mL), sodium bicarbonate (0.4 g, 4.76 mmol), and water (0.5 mL) as used in general 
5 procedure VI. The reaction mixturewas heated to 40°C for 1 h, after which time water (25 
mL) was added to the mixture and the resulting suspension was filtered. The solids wae 
washed with ether to afford 455 as a gray soUd (0.048 g, 18%). 'H NMR (DMSO-d^, 400 
MHz) 5 2.13 (s. 3H), 4.78 (s, 2H), 7.2 (d, IH). 7.5 (d. 2H), 7.65 (d, 2H). 7.88 (s, 3H), 7.98 
(d, IH), 9.15 (bs, IH), 12.8 (bs, IH); MS (ES^ m/z 504 (M-H) . 

10 

Example 194 




Carboxylic acid 49 (0.2 g, 0.6 mmol), methylene chloride (3 mL), DMF (4 drops), oxalyl 
chloride (0.16 mL, 1.8 mmol) were used as in general procedure V. The resulting acid 
chloride was tiien added to a solution of the amine 413 (0.09 g, 0.61 mmol), acetone (10 

* 

mL), sodium bicaibonale (0.453 g, 5.4 mmol), and water (0.5 mL) as used in general 
procedure VI. The reaction mixture was heated to 40 ""C for 1 h, after which time water 
(25 mL) was added to the reaction mixture and the resulting suspension was filtered. The 
solids were washed with ether to give a gray solid. The product was purified by filtering 
through a silica gel plug eluded with 9:1 hexanesrethyl acetate. Hexanes were added to 
the filtrate until a solid fonned. The solid was filtered to afford 456 as a. white solid 
(0.034 g, 12%). 'h NMR (DMSO-do, 300 MHz) 5 2.2 (s, 3H), 4.85 (s, 2H), 7.3 (d, IH), 
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7.5 (d, 2H), 7.56 (d, 2H), 7.62(d, IH), 7.7 (d, IH), 7.77 (s, IH), 7,95 (s, IH), 9.19 (s, IH), 
12.9 (s, IH); MS (ES") m/i 454 (M-H)". 



Example 195 




o 




457 



Step A: 



0,N 




458 

Sodium sulfide nonahydrate (3.19 g, 13.3 mmol) was added to a solution of 5-fluoiD-2,4- 
dinitrotoluene (Maybridge, 2.47 g, 12.3 mmol) in DMF (20 mL) and Uie resulting mixture 
was stirred overnight under nitrogen. Wata- was added to the reaction and the solution 
was acidified to pH 2. The suspension was filtered and the solids were washed with IN 
HCl to afiFord 458 as a yellow/orange solid (4.73 g, crude material). 'H NMR (DMSO-de, 
400 MHz) 5 2.46 (s. 3H), 7.89 (s, IH) 8.7 (s, IH). 



StepB: 



H2N..^^^^NH2 




459 



1 
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Compound 458 (2.64 g, 12 J nunol), palladium on carbon (2 g, 10% w/w), ethanol (200 
mL) and THF (100 mL) were used as in general procedure Xn to afford 459 as a yellow 
solid (0.35 g, 18%). The crude material was used without purification. 

5 Step C: 




460 

Formic acid (96%, 20 mL) was added to compound 459 in a round-bottom flask equipped 
10 with a stir bar, reflux condenser, and nitrogen on demand. The mixture was refiuxed 
overnight The mixture was poured into 2N NaOH (200 mL) and the pH was adjusted to 
10, The mixture was retracted with ether, dried over MgS04, and concentrated in vacuo 
to give an oil. The product was purified by flash chromatography using a gradient 
between 1:1 hexanesiefhyl acetate and ethyl acetate as elutant to afiford 460 as a white 
15 solid (0,03g, 8%). 'H NMR (DMSO-d6, 300 MHz) 5 2.2 (s, 3H), 5.09 (bs, 2H), 7.28 (s, 
IH), 7.66 (s, IH), 9.1 (s, IH); MS (ES^ m/z 165 (M+H)^ 

Step D: 

20 

Carboxylic acid 71 (0.091 g, 0.24 mmol), methylene chloride (3 mL), DMF (4 drops), 
oxalyl chloride (0.057 mL, 0.65 mmol) w^e used as in general procedure V. The resulting 
acid chloride was then added to a solution of the amine 460 (0.03 g, 0. 1 8 mmol), acetone 
(5 mL), sodium bicarbonate (0.18 g, 2.1 mmol), and water (0.5 mL) as used in general 
25 procedure VI. The mixture was filtered and the solids were washed with water, ether, and 
ethyl acetate to afford 457 as an off-white solid (0.064 g, 67%). 'H NMR (DMSO-d6, 400 
MHz) 5 2.18 (s, 3H), 4.79 (s, 2H), 7.25 (d, IH), 7.54 (d, IH), 7.65 (dd, IH), 7.88 (d, 2H), 
7.95 (s, IH), 7.98 (d, IH), 8.06 (s, IH), 9.27 (s, IH), 9.38 (bs, IH); MS (ES ) m/z 521 (M- 
H)\ 

30 

Example 196 



•31 
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H 




Carboxylic acid 71 (0.091 g, 0.24 mmol), methylene chloride (3 mL), DMF (4 drops), 
oxalyl chloride (0.057 mL, 0.65 mmol) were used as in general procedure V and added to 
a solution of 6-aniino-l,l-dioxobenzo(b)thiophene (Maybridge, 0.044 g, 0.24 mmol), 
acetone (10 mL), sodium bicarbonate (0.184 g, 2.2 mmol), and water (1 mL) as used in 
general procedure VI. The product was purified by filtCTing through a silica pad eluted 
with methylene chloride. The organics were washed with saturated sodium bicarbonate, 
dried over MgS04. and concentrated in vacuo. The product was further purified by flash 
chromatography using 9: 1 methylene chlorideimethanol as elutant to afford 461 as a 
yellow solid (0.013 g, 10%). *HNMR(DMSO-d6,400MHz)54.75(s,2H),7.2 (d, IH), 
7.25 (d, IH), 7.5 (d, IH), 7.54-7.58 (m, 2H), 7.59-7.64 (m, 2H), 7.85 (d, 2H), 7.9 (d, IH). 
8 (s, IH), 10.4 (s, IH); MS (ES-) m/z 538 (M-H)". 



AcHN 




462 

Into a round-bottom flask were placed 2-aminoto]uene-5-sulfonic acid (50.0 g, 267 mmol), 
and pyridine (300 mL). Acetic anhydride (38 mL, 403 mmol) was added dropwise fi-om an 
addition funnel and the resulting mixture was allowed to stir for 2 h at rt. The solvents 
were removed under reduced pressure, to leave a brown solid. Several portions of ethyl 
alcohol were added to the solid and subsequently removed under reduced pressure, to 
afford a brown solid which was filtered and washed with several additional portions of 
ethyl alcohol and dried under vacuum (67.03 g, 81%) *H NMR (DMSOde, ) 6 2.08 (s. 
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3H), 2.22 (s. 3H), 7.39 (s, 2H), 7.45 (s, IH). 8.02 (t, J= 6 Hz, 2H). 8.53 (t. J= 6Hz, IH), 
8.92 (d, J= 6Hz, 2H), 9.31 (s, IH). 

CH3 
AcHN^X 

XX © ® 

463 

Compound 462 (67.03 g, 217 mmol) was added to a round-bottom flask containing IN 
NaOH (225 mL) and the resulting mixture was allowed to stir at rt for 3 h. The mixture 
was concentrated under reduced pressure, to afford a brown solid Sevml portions of 
ethyl alcohol were added and subsequently removed under reduced pressure. The 
remaining solid was filtered, washed with a final portion of ethyl alcohol and dried under 
vacuum (42.34 g, 77%). *H NMR (DMSO-de, 300 MHz) 5 2.08 (s, 3H), 2.22 (s, 3H), 7.39 
(s, 2H), 7.45 (s, IH), 9.31 (s, IH). 

CH3 

^^S02CI 
464 

Sulfonic acid salt 463 (42.34 g, 169 mmol) and DMF (300 mL) were added to a flask that 
was equipped with a stir bar and nitrogen on demand and was cooled to 0 **C. Thionyl 
chloride (30 mL, 41 1 mmol) was added dropwise fix>m an addition fimnel at a rate such 
that the temperature of the reaction mixture did not exceed 1 0 **C. When the addition was 
complete, the mixture was allowed to warm to rt and stir for an additional 2 1/2 h, after 
which time it was poured into a beaker containing crushed ice. The resulting sohd was 
collected by filtration, washed with several portions of water and dried under vacuum 
(25.63 g, 61%). 'H NMR (DMSO. de, 400 MHz) 8 2.02 (s, 3H), 2.15 (s, 3H), 7,33 (s, 2H), 
7.38 (s, IH), 9.27 (s, IH). 

CH3 

'yS 

•SO2NH2465 

Into a round-bottom flask, equipped with a stir bar and nitrogen on demand, were placed 
sodium acetate (19.82 g, 241 .6 mmol) and ethyl alcohol (200 mL) and the mixture was 



AcHN 
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cooled to 0 Ammonia gas was bubbled through the sodium acetate solution for 5 min, 
then sulfonyl chloride 464 (25.63 g, 103 nunol) was added as a solid and in one portion. 
The resulting mixture was allowed to stir at 0 ^'C for 30 min, and was then allowed to 
warm to rt and stir for an additional 18 h- The mixture was then diluted with water and 
was poured into a s^aratoiy funnel containing water and ethyl acetate. The organic layer 
was collected, washed with water, brine, dried over MgS04, filtered and the solvents were 
removed under reduced pressure to provide 465 as a yellow solid (8.4 g. 36%), which was 
used without further purification. 




466 

A round-bottom flask was equipped with a stir bar, a reflux condmser and nitrogen on 
demand. Into the flask were placed sulfonamide 465 (8.4 g, 36.80 mmol), ethyl alcohol 
(200 mL) and 2N hydrochloric acid (128 mL). The resulting mixture was allowed to heat 
to reflux overnight, after which time it was allowed to cool to RT and was neutralized with 
saturated, aqueous sodium bicarbonate. It was then poured into a separatory fimnel 
containing water and ethyl acetate, the organic layer was collected, washed with water, 
brine, dried over MgS04, filtered and the solvents were removed under reduced pressure 
to afford a tan solid (6.35 g, 93%), which was used without further purification. NMR 
(DMSO-d6, 400 MHz) 6 2.06 (s, 3H), 5.54 (s, 2H), 6.58 (d, J= 12 Hz, IH), 6.82 (s, 2H), 
7.30 (d, J= 12 Hz, IH), 7.33 (s, IH). 

Example 197; 



MeO 




SO^NHj 



Step A: 



467 
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O 




OMe 
468 

The title compound was prepared according to General Procedure Vn horn 3,5- 
dimethoxybenzoyl chloride (2.00 g, 10.0 mmol). The reaction gave 468 as a colorless oil 
(2.143 g, 95%): NMR (CDCI3, 400 MHz) 5 6.75 (d, 2 H), 6.49 (t, 1 H), 3.76 (s, 6 H), 
3.55(s,3H),3.29(s,3H). 

Step B: 




OMe CI 
469 



A solution of 2-bromo-4K:hlorophenoI (0.830 g, 4.0 mmol) in 20 mL of THF was cooled 
to -78 ""C in a dry ice/acetone bath. n-Butyllithium (5.5 mL of a 1.6 M sfolution in 
hexanes, 8.8mmo0 was added d^pwise over 5 mm, and the resulting mixture was stirred 
at-78 ''Cfor 1 h. A solution of 468 (0.901 g, 4.0mmol)in5 mLofTHFwasadded 
dropwise over 4 min, and the resulting mixture was stinred at -78 for 1.25 h, then at 
room temperature for 14 h. The reaction mixture was poured into 50 mL of water and 
extracted with two 50-mL portions of EtOAc. The combined organic layers were then 
dried over MgS04, filtered and concratrated in vacuo to give 1. 1 93 g of a brown oil. 
Purification by flash chromatography using 10% EtOAc/hexanes as an eluant followed by 
crystallization fi^om hot ether gave 469 as yellow crystals (0.234 g, 20%): NMR 
(CDCI3, 300 MHz) 5 1 1.83 (s, 1 H), 7.62 (d, 1 H), 7.45 (dd. 1 H), 7.03 (d, 1 H), 6.76 (d, 2 
H),6.68(t,lH).3,84(s,6H). 
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StqjC: 




SOjNHj 



470 



A solution of 466 (5.0 g, 26.85 mol) and pyridine (2.4 mL, 29.53 mmol) in 150 mL of 
chloroform was cooled to 0 ^^C in an ice bath. Bromoacetyl bromide (2.6 mL, 29.53 
nmiol) was added dropwise over 20 min, and the resulting mixture was allowed to slowly 
warm to room temperature as it was stirred for 18 h. The reaction mixture was then 
poured into 150 mL of water and extracted with two 100-mL portions of CH2CI2. Both the 
organic and aqueous layers were filtCTed to yield a beige solid. This solid was suspended 
in 40 mL of 1 N HCl and stirred sev^ minutes. The sohd was then filtered and rinsed 
with CH2CI2, MeOH, and hexanes to yield 470 (5.705 g, 69%): NMR (CDCI3, 400 
MHz) 6 9.84 (s. IH), 7.66-7.56 (m, 3 H), 7.23 (br s, 2 H), 4.09 (s, 2 H), 2.24 (s, 3 H). 



Step D: 

A mixture of 469 (0.144 g, 0.49 nmiol), 470 (0.162 g, 0.53 mmol). and potassium 
carbonate (0.339 g, 2.45 mmol) in 5 mL of acetone was warmed to reflux for 6 h, then 
stirred at room temperature overnight. The reaction mixture went dry overnight, so 
another 5 mL of acetone was added, and the resulting mixture was heated to reflux for 8 h. 
then stirred at room temperature for 22 h. The reaction ihixture was poured into 30 mL of 
water and extracted with two 30-mL portions of EtOAc. The combined organic layers 
were filtered to remove sohd, washed with brine, dried over MgS04, filtered, and 
concentrated in vacuo to give 0. 195 g of a yellow solid. Purification by suspension in hot 
ether followed by filtration gave 467 (0.094 g, 37%): MS (AP+) m/z 518.9 (M+H); 
NMR (DMSO-d6, 400 MHz) 6 9.15 (s, IH). 7.63-7.60 (m, 3 H), 7.56 (dd. 1 H), 7.39 (d, 1 
H), 7.22 (s, 2H), 7.18 (d, 1 H), 6.82 (d, 2 H), 6.71 (t, 1 H), 4.76 (s, 2 H), 3.69 (s, 6 H), 2.12 
(s, 3 H). . 



Example 198; 
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Step A: 




Br 
472 



A solution of l,3,5>tribroinobenzene (9,44 g, 30 mmol) in 120 mL of ether was cooled to - 
78 in a dry ice/acetone bath. «-Butyllithium (13.2 mL of 2.5 M solution in hexanes, 33 
mmol) was added diopwise over 10 min. The resulting mixture was stirred at -78 for 
an additional 10 min, then hexachloroethane (7.15 g, 30.2 mmol) was added in small 
portions over 3 min. The reaction mixture was then stirred for 15 min at -78 ^^C, followed 
by 3.2 h at rt The mixture was partitioned between 1 00 mL of water and 1 00 mL of 
EtOAc. The aqueous layer was separated and extracted with an additional 1 00 mL of 
EtOAc. The combined organic layers were then dried over MgS04, filtered, and 
concentrated in vacuo to give 472 as a pale brown solid (7.72 g, 95%): NMR (CDClj, 
300 MHz) 5 7.57 (t, 1 H), 7.47 (d, 2 H). 

StepB: 

O OMe 




CI a 
473 
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A solution of 472 (7.62 g, 28.2 mmol) in 100 mL of ether was cooled to ^78 °C in a dry 
ice/acetone bath. /i-Butyllithium (12.6 mL of 2.5 M solution in hexanes, 31.5 mmol) was 
added dropwise over 30 min. The resulting mixture was stirred at -78 °C for an-additional 
13 min, then 183 (6.57 g, 28.6 mmol) was added in small portions over 23 min. The 
reaction mixture was then stirred for 22 h as the bath was allowed to warm to n)om 
temperature. The mixture was poured into 100 mL water and extracted with two 100-mL 
portions of EtOAc. The combined organic layers were then dried over MgS04, filtered, 
and concentrated in vacuo to give 9.46 g of a beige solid. Reciystallization fi-om hot 
MeOH gave 473 (6.45 g, 64%): MS (AP-) m/z 358 (M-H); NMR (CDCI3, 300 MHz) 8 
7.76 (t, 1 H), 7.70 (t, 1 H), 7.65 (t, 1 H), 7.47 (dd, 1 H), 7.36( d, 1 H), 6.95 (d, 1 H), 3.72 
(s, 3 H). 



StepC: 




474 



The title compound was prepared according to General Procedure DC fiom 473 (0.338 g, 

0.94 mmol). The reaction gave 474 (0.325 g, I00%): NMR (CDCb, 400 MHz) 5 

1 1.54 (s. 1 H). 7.72 (t, 1 H), 7.62 (d, 1 H), 7.52 (d, 1 H), 7.46 (dd. I H), 7.41 (d, 1 H), 7.02 

(d, 1 H). 

StepD: 

A mixture of 474 (0.173 g, 0.50 mmol), 470 (0.154 g, 0.50 mmol), and potassium 
carbonate (0.346 g, 2.5 mmol) in 10 mL of acetone was warmed to reflux for 15 h and 
stirred at room temperature another 4 h. The reaction mixture was then poured into 35 mL 
of water and extracted with two 35-mL portions of EtOAc. The aqueous layer was then 
filtered and extracted with another 20 mL of EtOAc. The combined organic layers were 
washed with brine, dried over MgS04, filtered, and concentrated in vacuo to give 0.230 g 
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of a yellow oil. Purification by flash chromatography using 0.5-1% MeOH/CHaCb gavt 
471 (0.048 g, 17%): MS (AP+) mh 573 (M+H); 'H NMR (DMS0-<4, 400 MHz) 8 9.36 
(s, 1 H), 7.97 (t. 1 H). 7.79 (s. 1 H), 7.71 (s, 1 H). 7.68-7:47 (m, 4 H), 7.45 (d. 1 H). 7.21 
(s, 2 H). 7.20-7.18 (d. 1 H), 4.77 (s. 2 H). 2.13 (s. 3 H). 

Example 199; 



Step A: 




Cf CI 
476 



A solution of 473 (0.299 g, 0.83 ramol), sodium cyanide (0.086 g, 1.76 mraol), copper (I) 
iodide (0.028 g, 0.15 mmol), and tetrakis-(triphaiylphoq)hine>:p^adium (O.I 13 g, O.IO 
mmol) in 8 mL of acetonotrile was heated to reflux for 40 min. The reaction mixture was 
then diluted with 50 mL of EtOAc and filtered through Celite, The resulting solution was 
washed with 25 mL of water, dried over MgS04, filtered and concentrated in vacuo to give 
0.375 g of an orange gum. Purification by flash chromatogr^hy using 5% EtOAc/hexane 
as the eluant gave 476 (0.171 g, 56%): *H NMR (CDCI3, 400 MHz) 5 7.93 (t, IH), 7.82 (t, 
1 H), 7.76 (t, I H), 7.47 (dd, 1 H), 7.37 (d, 1 H), 6.93 (d, 1 H), 3.67 (s, 3 H). 



Stq)B 
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O OH 




477 

The title compound was prepared according to General Procedure DC from 476 (0.1 65 g, 
0.54 mmol). The reaction gave 477 (0. 1 74 g, 100%): NMR (CDCI3, 400 MHz) 5 11 .43 
(s, 1 H), 7.84-7.82 (m, 2 H), 7.78 (t, 1 H), 7.49 (dd, 1 H), 7.34 (d, 1 H), 7.05 (d, 1 H). 

Step C: 

A mixture of 477 (0.1 57 g, 0.54 mmol), 470 (0.165 g, 0.54 mmol), and potassium 
carbonate (0 J73 g, 2.7 mmol) in 10 mL of acetone was warmed to reflux for 17.5 h. The 
reaction mixture was then poured into 35 mL of water and extracted with two 35-mL 
portions of EtOAc. The combined organic layers were washed with brine, dried over 
MgS04, filtered, and concentrated in vacuo to give 0.276 g of a yellow oil. Purification by 
flash chromatography using 0.5-1% MeOH/CHaCh gave 475 (0.033 g, 12%): MS (AP-) 
m/z 517 (M-H); 'H NMR (DMSOw/6, 400 MHz) 5 9.42 (s, 1 H), 8.26 (s, 1 H), 8,1 1 (s, 1 
H), 8.03 (t, I H), 7.63 (dd, 1 H), 7.60-7.53 (m, 3 H), 7.49 (d, 1 H), 7.22 (s, 2 H), 7.19 (d, 
IH), 4.77 (s, 2 H), 2.14 (s, 3 H). 

Example 200; 




478 
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Step A: 

O 




479 

The title compound was prepared according to General Procedure V from 3,5- 
dimethylbenzoic acid (1.50 g, 10.0 mmol). The reaction work-up gave 479 (2.214 g), 
which was used immediately without purification. 

Step B: 



O 




480 

The title conyround was prepared according to General Procedure VII from 479 (2.214 g) 
The reaction workup gave 480 as a yellow oil (2.073 g, 100%): 'H NMR (CDCI3, 300 
MHz) 6 726 (s. 2 H). 7.07 (s, 1 H), 3.57 (s, 3 H). 3.33 (s, 3 H). 2.33 (s. 6 H), 

StepC: 

O OH 




481 
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A solution of 2-bromo-4-chlorophenol (0.844 g, 4.07 mmol) in THF (20 mL) was cooled 
to -78 in a dry ice/acetone bath. n-Butyllithium (5.6 mL of 1 .6 M solution in hexanes, 
8.95 mmol) was added dropwise over 6 min, and the resulting mixture was stirred at -78 
""C for 1 h. A solution of 480 (0.786 g. 4.07 mmol) in 5 mL of THF was added dropwise 
over 6 min, and the resulting mixture was stirred at -78 "^C for L25 h and at room 
temperature for 14 h. The reaction mixture was then poured into 50 mL of water and 
extracted with two 50-mL portions of EtOAc. The combined organic layers were then 
dried over MgS04, filtered and concratrated in vacuo to give 1 .014 g of a brown solid 
Purification by flash chromatography using 5% EtOAc/hexanes as an eluant followed by 
crystallization torn hot ether gave 481 as yellow crystals (0.296 g, 28%): NMR 
(CDQa, 300 MHz) 5 1 1.94 (s, 1 H), 7.57 (d, 1 H), 7.44 (dd, 1 H), 7.25 (s, 3 H). 7.03 (d, 1 
H), 2.40 (s, 6 H). 

StepD: 




482 

A mixture of 470 (1.27 g, 3.53 mmol) and sodium iodide (1.61 g, 10.7 mmol) in 10 mL of 
acetone was stirred at room temperature for 20.5 h. The reaction mixture was then diluted 
with 60 mL of water and 60 mL of CH2CI2 and stirred for anoth^ 20 min. Filtration of this 
mixture then gave 482 as a beige solid (1.197 g, 96%): 'H NMR (DMSO-rfe, 300 MHz) 5 
9.81 (s, 1 H), 7.65-7.61 (m, 3 H), 7.26 (s, 2 H), 3.90 (s, 2 H), 2.28 (s, 3 H). 

Step E: 

A mixture of 481 (0.130 g, 0.5 mmol), 482 (0. 195 g, 0.55 mmol), and potassium carbonate 
(0.156 g, 1.13 mmol) in 5 mL of acetone was warmed to reflux for 8 h, then stirred at 
room temperature an additional 12 h. The reaction mixture was then partitioned between 
30 mL of water and 30 mL of EtOAc. The aqueous layer was separated and extracted 
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with two 30-mL portions of CH2CI2. All layers were filt^ to give 0.172 g of an off- 
white solid. This solid was suspended in 200 mL of hot acetone and filtered again to give 
0*1 16 g of a yellow solid. The combined organic layCTs were dried ov«: MgS04, filtered, 
and concentrated in vacuo to give 0.1 17 g of a second yellow solid. The two yellow solids 
were combined and purified by flash chromatography using 0.5-1% MeOH/CH2Cl2 to give 
478 as a white solid (0.108 g, 44%): MS (AP+) m/z 487 (M+H); NMR (DMSO-^, 400 
MHz) 6 9.08 (s, 1 H), 7.63-7.54 (m, 4 H). 7.36 (s, 3 H), 7.22-7.18 (m, 4 H). 4.75 (s, 2 H), 
2.22{s,6H),2.10(s,3H). 



Example 201: 



Step A: 




CI 

484 



A solution of 3,5-dibn>motoluene (1.25 g, 5.0 nmiol) in 25 mL of ether was cooled to -78 

in a dry ice/acetone bath. n-Butyllithium (2.2 mL of 2.5 M solution in hexanes;5.5 
mmol) was added dropwise over 3 min. The resulting mixture was stirred at -78 for an 
additional 1 1 min, then hexachloroethane (1.18 g, 5.0 mmol) was added in small portions 
over 4 min. The reaction mixture was then stirred for 14 min at -78 followed by 1 7 h 
at room temperature. The reaction mixture was poured into 50 mL of water and extracted 
with two 50-mL portions of EtOAc. The combined organic layers were dried over 
MgS04, filtered, and concentrated in vacuo to give 484 as a light brown soUd (0.885 g. 
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86%): NMR (CDCI3. 300 MHz) 5 7.32 (s, 1 H), 7.22 (s, 1 H), 7.10 (s, 1 H), 2.31 (s, 3 
H). 

Step B: 

O OMe 




CI CI 
485 



A solution of 484 (0.875 g, 4.26 mmol) in 24 mL of ether was cooled to -78 ""C in a diy 
ice/acetone bath. n-Butyllithium (2.1 mL of 2.5 M solution in hexanes, 5.25 mmol) was 
added dropwise over 5 min. The resulting mixture was stirred at -78 **C for an additional 
15 min, then 183 (0.978 g/4.26 mmol) was added in small portions over 6 min. The 
reaction mixture was then stirred for 26 h as the bath was allowed to warm to room 
temperature. The reaction mixture was poured into 25 mL water and extracted with 50 
mL of CH2CI2. The organic layer was then dried over MgS04, filtered, and concentrated in 
vacuo to give 1.224 g of a brown solid. Recrystallization from hot ether gave 485 (0.536 
g, 43%): 'H NMR (CDCI3, 400 MHz) 6 7.48 (s, 1 H), 7.45 (s, 1 H), 7.40 (dd, 1 H), 7.33 
(d, 1 H), 7.28 (d, 1 H), 6.90 (d, 1 H), 3.68 (s, 3 H), 2.34 (s, 3 H). 

Step C: 

O OH 




CI CI 
486 



The title compound was prepared according to General Procedure IX from 485 (0.295 g, 
1 .0 mmol). The reaction gave 486 (0.285 g, 100%): 'H NMR (CDCI3, 400 MHz) S 1 1 .71 
(s, 1 H), 7.46 (d, 1 H), 7.43 (dd, 1 H), 7.39 (s, 1 H), 7.38 (s, 1 H), 7.29 (s, 1 H), 7.00 (d, 1 
H), 2.40 (s, 3 H). 



wo 01/17982 



PCT/EPOO/08487 



296 



Step D: 

A mixture of 486 (0.141 g, 0.5 mmol), 482 (0.195 g, 0.55 mmol), and potassium carbonate 
(0.138 g, 1.0 mmol) in 10 mL of acetone was warmed to reflux for 8 h, then stirred at 
room temperature an additional 8 h. The reaction mixture was poured into 30 mL of water 
and extracted with 30 mL of EtOAc and 30 mL of CH2CI2. The combined organic layers 
wore dried over MgS04, fihered, and concentrated in vacuo to give 0.238 g of crude 
material. Purification by flash chromatography using 0.5-2% MeOH/CH2Cl2 to give 483 
as a white solid (0.1 1 1 g, 44%): *H NMR (DMSO-Ja, 400 MHz) S 9.23 (br s, 1 H), 7.62- 
7.54 (m, 4 H), 7.51 (s, 2 H), 7.49 (s, 1 H), 7.42 (d. 1 H), 7.21 (br s, 2 H), 7.19 (d, 1 H), 
4.76 (s, 2 H), 2.27 (s, 3 H), 2.12 (s, 3 H). 



Example 202; 





488 



To a heat-dried, 3-necked, round bottom flask equipped with a nitrogen inlet and reflux 
condenser was added 2-chloro-4.methyI-5-nitropyridine (Aldrich Chemical Co., 4.12 g. 



wo Oiyi 7982 PCT^P00/084S7 



297 



23.9 mmol), thiourea (1.82 g, 23.9 irnnol), and ethanol (40 ml). The mixture was warmed 
to reflux whereiq)on components dissolved, and the solution stiired for 3 h at reflux. A 
yellow precipitate was observed after 2 h. A solution of potassium hydroxide (2.01 g, 35.9 
mmol) in water (8 mL) was added and the mixture was heated for an additional 1 h. The 
5 reaction mixture was allowed to cool to rt, and was diluted with IM sodium hydroxide 
(150 mL). This mixture was extracted with methylene chloride (75 mL), and the pH of the 
aqueous layer adjusted firom 12 to 7 with glacial acetic acid. The resulting solid was 
filtered and dried in vacuo to yield 488 (2.36 g, 58%), 'H NMR (DMSOrf^, 300 MHz) 6 
8.47 (s, IH), 7.25 (s, IH), 2.39 (s. 3H). 

10 

Step B: 

N SO^NHj 
489 

488 (850 mg, 5 mmol) was suspended in IN hydrochloric acid (13 ml) and cooled to 0 ''C. 

15 Chlorine gas was bubbled through the suspension for 30 min, at a rate that allowed the 
reaction to remain near 0 **C. The reaction mix was stirred for 15 min further at 0 after 
gas introduction was stopped. Chloroform (30 ml) was added to the mixture and stirred at 
0 ^C until the solids dissolved. The layers w^e partitioned, the aqueous layer extracted 
with chloiofonn (10 mL), and the organic layers were combined, placed in a 100 ml round 

20 bottom flask and cooled in an ice/water bath. Ammonia liquid (-5 mL) was added to the 
solution via a cold finger trap cooled to -78 X (C02/acetone). A precipitate formed and 
the mixture and was allowed to warm to 0 "^C and for 5 min, followed by 1 h at rt. The 
mixture was then heated to 45 ^C and concentrated in vacuo to a provide a yellow solid 
which was washed with ether and dried to give 489 (856 mg, 79%) as a tan solid, *H 

25 NMR (DMSO-rf^j, 300 MHz) 5 9.25 (s, IH), 8.13 (s, IH), 2.69 (s, 3H); MS (AP-): m/z 217 
(MO. 
Step C: 




* 
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N SO^NHj 
490 

489 (2.36 g, 10.88 mmol) was treated according to General Procedure XH to give 490 
(2.05 g, >99%), which was used without farther purification. 

5 

StepD: 

Acid 71 (200 mg, 0.53 nunol) was treated according to general procedure V. The product 
obtained was then allowed to react with 490 (0.53 mmol) according to general procedure 
VI. The resulting product was purified by silica gel chromatography (5% MeOH/CH2Cl2) 
10 followed by reciystallization from acetonitrile/water, to give 487 (27 mg, 9%). 'H NMR 
(DMSO-rftf, 400 MHz) 8 9.7 (s, IH). 8.61 (s, IH), 7.97 (d, 7 = 8.4, IH), 7.85 (m, 2H), 7.76 
(s, IH), 7.63 (dd, y = 9, 2.8, IH), 7.51 (d, 7= 2.7, IH), 7.34 (s, IH), 7.21 (d, 7= 9.2, IH), 
4.80 (s, 2H), 2. 1 7 (s, 3H); MS (ES+): m/z 546 (M^. 

15 Example 203 




CN a 

491 
Step A: 



• 

9 
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0 


O 


^ Jl 


1 


Br 


CI 



492 



10 



Into a two-neck flask equipped with a nitrogen inlet was placed 3,5-dibromofluoroben2ene 
(1.12 g, 4.4 mmol) and anhydrous ether (8 mL), This solution was cooled to -78 "^C 
(C02/acetone) and n-butyllithium (2.5M in hexanes, 1 .92 ml, 4.8 mmol) was added 
dropwise. The resulting solution was stirred at —78 **C for 10 min, after which time a 
solution of iV-methyl-//^methoxy-2-methoxy-5-chlorobenzamide (1 g, 4.37 mmol) in ether 
(40 mL) was added dropwise. The coohng bath was removed and the reaction was 
allowed to wann to rt, stir for an additional for 1 h, followed by the addition of IM H3PO4 
(SO mL). The mixture was stirred for 30 min, and the layers were separated. The aqueous 
layer was extracted with ethyl acetate, and the combined organic layers were dried 
(Na2S04), filtered, and concentrated in vacuo. The product was then triturated with 
methanol to give 492 (0.63 mg, 42%) as a white solid. *H NMR (CDCI3, 300 MHz) 6 7.72 
(s, IH), 7.53 - 7.39 (m, 4H), 6.99 (d, J = 8.9, IH), 3.76 (s, 3H). 



15 StepB: 




493 



492 (1 .3 g, 3.8 mmol) was treated according to General Procedure XV to give 493 (1 .09 g, 
>99%). *H NMR (CDCI3, 300 MHz) S 7.83 (s, 1 H), 7.78 (d, J = 8.7, 1 H), 7.60 - 7.53 (m, 
20 2H),7.44(d,J = 2.6, IH), 7.00 (d,y= 8.8, IH), 3.75 (s, 3H); MS(EI+): m/z 289 (M^. 
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Step C: 



O OH 




CN. a 



494 

5 493 was treated according to the procedure used for the synthesis of compound 4 to give 
494 (1.09 g, >99%). NMR (CDCI3, 300 MHz) 5 11.51 (s, IH), 7.79 (s, IH), 7.67 (d, J 
= 7.8, 2H), 7.57 (dd, 7= 9.0, 2.4, IH), 7.44 (d, 7 = 2.4, IH), 7.13 (d, J = 9.0, IH); MS(ES- 
): m/z 274 (M-H)-. 

10 step D: 




CN a 

495 



494 was treated according to General Procedure n. The product was purified by silica gel 
chromatography (20% ethyl acetate/hexanes) to afford 495 (1.27 g, 89%) as a clear oil. 'H 
15 NMR (CDCI3, 400 MHz) 6 7.90 (s, IH), 7.80-7.78 (m, IH), 7.50 - 7.42 (m, 3H), 6.76 (d, J 
= 8.6, lH),4.49(s,2H),4.18(q,y= 14.2, 7.1, 2H). 1.21 (t, 7 = 3.5, 3H). 

ft 

Step E: 




CN 
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495 was treated according to General Procedure III to give 496 (1.0 g, 85%) as a.white 
solid which was used without further purification. 'H NMR (DMS0-</(;, 400MHz) 5 8.09 
(d, J= 7.9, IH), 8.00 (s IH), 7.90 (d,/ = 8.8. IH). 7.55 (dd.y= 8.9, 2.5, IH), 7.43 (d, y= 
5 2.6, IH), 7.03 (d,y= 9.0 2H);MS(ES-):ot/z 332 (M-H)". 



Step F: 

496 was used according to General Procedure V, and was further allowed to react with 
10 compound 466 according to General Procedure VI. to afford 491 (290 mg, 58%) as a 
white sohd. 'H NMR (DMSO-rfd, 400MHz) 8 9.43 (s, IH). 8.1 (d. J= 8.2, IH). 8.02 (s, 
IH), 7.88 (d, J= 9.0, IH). 7.64 - 7.48 (m, 5H), 7.22 - 7.17 (m, 3H). 4.77 (s. 2H), 2.14 (s, 
3H); MS(ES-): m/z 500 (M-H) . Anal. Calcd for C23Hi7N305ClFS: C. 55.04; H, 3.41 ; N, 
8.37. Found: C, 55.07; H, 3.56; N, 8.35. 

15 

Example 204; 




497 

496 was treated according to general procedure V, and was then further allowed to react 
20 with 490 according to general procedure VI. The product was purified by silica gel 

chromatography (5% methanol/methylene chloride), followed and by washing with ethyl 
acetate/hexanes to afford 497 (48 mg, 19%). 'H NMR (DMSO-rftf, 400MHz) 5 9.73 (s, 
IH), 8.64 (s. IH), 8.10 (d,y= 8.1, IH), 8.02 (s, IH), 7.88 (d.y= 8.8, IH), 7.76 (s, IH), 
7.62 (dd. y= 8.9. 2.7, IH). 7.49 (d, y = 2.5. 1H),7.35 (s.2H).4.81 (s. 2H), 2.20 (s, 3H). 
25 MS(ES-): m/z 501 (M-H)'. Anal. Calcd for C22H16N4OSCIFS: C, 52.54; H, 3.21 ; N, 1 1 . 1 4. 
Found: C, 52.30; H. 3 J4; N, 10.96. 
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Example 205: 




SOjNHj 



CN a 

498 

Step A: 




OH 

499 



2-broino-4-ethylphenol (prepared according to the procedure of Sargent et aL in 7. Chem. 
Soc, Perkin Trans. 7, 1984, 1621), and A^methyI-Ar-methoxy-2-methoxy-5- 
chlorobenzamide were treated according to the procedures outlined by Selnick et al, in 
Tetrahedron Lett 1993, 34, 2043-2046 to give 499 (185 mg, 11%). *H NMR (CDCI3, 
400MHz) 5 7.37 (dd, J = 8.7, 2.5, IH), 7.32 - 7.22 (m, IH), 7.16 (s, IH), 7.03 (s, IH), 
6.98 - 6.84 (m, 2H), 5.16 (bs, IH), 3.69 (s, 3H), 2.59 (q, 7= 15.2, 7.5, 2H), 1.18 (t, 7= 
7.6, 3H). 

Step B: 




o=s 
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500 

499 (185 mg, 0.64 mmol) was dissolved in DMF (2 mL) and treated with sodium hydride 
(31 mg 60% dispCTsion in oil, 0.8 mmol)and the resulting mixture was stirred for 30 min 
until bubbling ceased. N-phenyltriflimide (286 mg, 0.8 mmol) was added in one portion. 
The mixture was stirred for 3 h, then partitioned between ether and water (50 mL each). 
The organic layer was dried (MgS04), filtered, and concentrated in vacuo to give SCO (256 
mg, 95%) which was used without purification. MS(ES+): mJz 423 (M+H^, 



Step C: 




501 

500 (256 mg, 0.61 mmol) was treated as described in General Procedure XV to give a 
crude product which was purified by silica gel chromatography (20% ethyl 
acetate/hexanes) to give 501 (158 mg, 87%). *H NMR (CDCb, 400MHz) 5 7.85 (s,lH), 
7.74 (s, IH), 7.63 (s, IH), 7.44 (dd, 7= 8.9, 2.6, IH), 7.33 (d, 7= 2.7, IH), 6.91 (d, 7= 
8.8, IH), 3.66 (s, 3H), 2.71 (q, 15.2, 7.5. 2H), 1.24 (t, y = 7.6, 3H). 



Step D: 




502 

501 (158 mg, 0.53 mmol) was treated according to the procedure for the synthesis of 
compound 4 to give 502 (152 mg, >99%) as a yellow solid, which used without fiirther 
purification. MS(ES-): m/z 284 (M-H)". 
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Step E: 

502 (152 mg, 0.53 mmol) and 470 were treated according to the procedure for the 
synthesis of 467 to give a crude product which was triturated with 10% methanol/ether to 
give 498 (100 mg, 37%). 'h NMR 300MHz) 5 9.42 (s, IH), 8.03 - 7.99 (m, 

2H), 7.69-7.61 (m, 4H), 7.54 (d, y= 2.6, IH), 4.84 (s, 2H). 2.72 (q,y= 15.1, 7.6, 2H), 2.20 
(s, 3H), 1.19 (t,y- 7.5, 3H); MS(ES-): mfz 284 (M-H)". 

Example 206; 




503 

Step A: 




Concentrated sulfuric acid (200 mL) was cooled to 5 and 6-methyl-2-pyridinamine 
(50g, 0.46 mol, Aldrich Chemical Co.) was added over 20 min. while the reaction 
temperature was maintained below 50 *C. Fuming nitric acid (30 mL) was then added 
slowly over 30-40 min. and the resulting mixture was allowed to warm to rt and stand for 
approximately 1 h. The reaction was then heated to 55 "^C for 1 h, then poured carefully 
into a mixture of 5N sodium hydroxide (IL) and ice. The final pH was adjusted to 10 with 
5N and then IN sodium hydroxide and the product precipitated as a mixture of the 6- 
methyl- 4 and 5-nitro-2-pyridinamines in 75% yield. A pure sample of 504 was provided 
by sublimaUon. GCMS (EI ^ 153 m/z. NMR (DMSO-rfd) 5 8.2 (d, IH, Ar), 7.9 
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(bs;2H,NH2X 6.6 (d, IH, Ar), 2.4 (s,3H, CH3). The structure was confirmed by a 
heteronuclear multiple bond coherence experiment (HMBC). A proton on the 6-methyl 
group exhibited a three bond coupling with the S-carbon atom bearing the nitro group. 

StepB: 




505 

A mixture of 504 and 6-methyM-mtro-2-pyridinaniines (O.Sg, 3.3 mmol) was stirred with 
carbon t^chloride (15 mL). Trimethylsilyl chloride in dichloromethane (IM, 10 mL, 10 
mmol) was added and the reaction heated in a 70 ""C oil bath for 30 min, Trimethylsilyl 
chloride (0,5 mL, 4 mmol) was added the reaction was heated another 30 min. t-Butyl 
nitrite (4 mL, 30 mmol, 10 eq.) was added and the reaction was heated to reflux overnight. 
The reaction was filtered and the solvents removed in vacuo. 505 was isolated by 
chromatography on a 4 X 15 cM column of silica gel eluted with hexane/ethyl acetate 
(6:1, 1 L). GCMS (CI *) 173 m+l/z. NMR (CDCI3) 6 8.2 (d, IH, Ar), 7.3 (d, IH, Ar), 
2.8 (s, 3H, CH3). The structure was confirmed by a heteronuclear multiple bond coherence 
experiment (HMBC). A proton on the 6-methyI group exhibited a three bond coupling 
with the 5-carbon atom bearing the nitro group. 

Step C: 




506 

505 (0.4 g, 2.4 mmol) was dissolved in ethanol (30 mL). Thiourea (0.2 g, 2.6 mmol, 1 . 1 
eq,) was added and the reaction refluxed for 7 h. Potassium hydroxide (0.2 g, 3.6 mol, 1 .5 
eq.) dissolved in water (1 mL) was added to the reaction and heating continued for 1 h. 
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The solution was diluted with IN sodium hydroxide (25 mL). The aqueous phase was 
extracted with dichloromethane (25 mL, 3X). The pH was adjusted to 4 with concentrated 
HCl and 506 precipitated, A 30 % yield was obtained. LCMS (APCI *) 171 m+l/z. *H 
NMR (DMSO-i/tf) 5 7.9 (d, IH, Ar), 7. 1 (d, IH, Ar), 2.7 (s. 3H, CH3). 



506 (0.1 15g, 0.67 mmol) was stirred in IN HCl (5 mL) and chilled to 5 . Chlorine gas 
was passed through the mixture for 30 min. then the reaction was stirred for an additional 
15 miiL The product was Extracted with dichloromethane (5 mL, 2X). The organic 
fractions were combined and chilled to 0 **C. Ammonia was dripped into the solution for 
15 min. by condensing ammonia gas widi a -78 ""C cold finger. The reaction was allowed 
to warm to rt and stir overnight. The solvent was removed in vacuo. The residue was 
dissolved in ethyl acetate (15 mL) and washed with NaHCOa solution (15 mL). The 
solution was dried with MgS04, filtered and the solvent removed in vacuo to give 507 in 
40% yield suitable for further use. GCMS (CI *) 218 m+l/z. NMR (DMSO-rf^) 8 8.6 
(d, IH, Ar), 7.9 (d, IH, Ar), 7.7 (bs, 2H, NH2), 2,8 (s,3H, CH3). 



Reduction of the 5-nitro group of 507 (0.06 g, 0.27 nunol) was accomplished by catalytic 
reduction in ethanol (10 mL) witii 10%Pd/C (0.01 1 g). The reaction was carried out 
overnight The catalysis was removed by filtration and the amino compound was coupled 
with tiie acid chloride 589 generated by general procedure V, by the method outlined in 
general procedure VI to give 503 LCMS (ES *) 499 m+l/z. 'H NMR (DMSO-d^) 6 9.6 
(br s, IH, NH), 8.0 ( d, IH, Ar). 7.94 (s, IH, Ar), 7.89 (s, IH, Ar), 7.87 (s, IH, Ar), 7.7 
(d,lH, Ar), 7.6 (dd, IH, Ar), 7.45 (d, IH, Ar), 7.32 (bs, 2H, NH2), 7.2 (d,lH, Ar), 4.8 (s, 
2H, CH2), 2.35 (s, 3H, CH3), 2.33 (s. 3H, CH3). 



Step D: 




507 



StepE: 
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Example 207: 




SOjNHj 



CN CI 

508 

step A: 




509 

3-Methyl-2-pyridinamine (1 mL, I mmol, Aldrich Chemical Co.) was combined with 20% 
fuming sulfuric acid (2 mL) at rt. The reaction was heated to 160 X for 20 h. The reaction 
was allowed to cool to rt and ice, -10 mL, was added. The product precipitated and was 
collected by filtration. A 50 % yield of 509 was obtained. LCMS (ES ^ 189 m+l/z. 'H 
NMR (DMSCWtf) S 13(br s. IH, SO3H). 7.88(s, 3H. 1-Ar, 2H. NHj), 7.87 (s. IH, Ar), 
2.14(s,3H,CH3). 
StepB: 




510 

509 (0.9g, 4.8 mmol) was mixed with DMF (30 mL). Thionyl chloride (0.5 mL, 6.8 mmol, 

was added and reaction stirred at rt. Solution was achieved briefly. A new 
precipitate formed. The reaction was stirred 30-40 min and filtered. The product was 
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washed with hexane and was suitable for further use. A 77% yield of 510 was obtained. 
LCMS (ES ^ 244 m+I/z. 'H NMR (DMSO-rftf) 8 8.4 (s, IH, foimyl-H), 7.9 (s, 2H, Ar), 
3.4 (s, 3H, CHj), 3.3 (s, 3H, CH3), 2.35 (s,3H, CH3). 

Step C: 




511 

510 (1.0 g, 4.1 mmol) and PCI5 ( 0.85 g, 4.1 mmol) were combined and heated in a 130 °C 
oil bath for 1 .5 h. The resultant POCI3 was removed under high vacuum. Concentrated 
ammonium hydroxide (25 mL) was carefully added at rt The reaction was heated to reflux 
for 3 to 4 h and was then allowed to stand at rt for 60 h. The product was collected by 
filtration. A 45% yield of 511 was obtained. LCMS (ES ^) 188 m+l/z. NMR (DMSO- 
de) b 8.12 (s, IH, Ar), 7.5 (s, IH, Ar), 7.0 (s, 2H, NH2). 6.45 (s, IH, Ar), 2.0 (s,3H, CH3). 
Step D: 

511 (0.07g, 0.37 mmol) was mixed with THF (5 mL) and (TMS)2BSA (0.090 mL, 2 eq.). 
The reaction was refluxed for 45 min. The solution was cooled to rt and the acid chloride 
of acid (leq.) 589, prepared by general procedure V, was added The reaction was stirred 
for 2 h at rt. The solvent was removed in vacuo. Partial purification of the product was 
accomplished by chromatography on a 4 X 6 cm column of silica gel eluted with 
chloroform/ methanol (96:4) followed by chromatogr^hy on a 4 X 6 cm column of silica 
gel eluted with chloroform/ methanol (95:5). Final purification was accomplished by 
HPLC on a Waters Symmetry CI 8 column, 1.9 X 15 cm, eluted with MeOH/H20 (3:2) at 
8 mL/min. A 10% yield of 508 was obtained. LCMS (APCI *) 499 m+l/z. *H NMR 
(DMSO-^/tf) 8 10.2 (br s, IH, NH), 8.56( s. IH, Ar), 7.98 (s, IH, Ar), 7.91 (s, IH, Ar), 7.87 
(s, 2H, Ar), 7.60 (dd,lH, Ar), 7.47 (s, 2H, NH2), 7.44 (s, IH, NH2), 7.12 (d,lH. Ar), 4.8 (s, 
2H, CH2), 2.32 (s, 3H, CH3), 2.10 (s, 3H, CH3). 



wo 01/17982 



PCT/EPOO/08487 



309 



Example 208: 




512 



Carboxylic acid 71 (0.258 g. 0.68 mmol), oxalyl chloride (0.8 mL of 2.0 M solution in 
dichloromethane, 0.92 mmol), DMF (8 drops), and dichloromethane (5 mL), were used to 
prepare the acid chloride according to general procedure V. The acid chloride was then 
dissolved in acetone and added dropwise to 6-aminoindolirie dihydrochloride (Aidrich, 
0.140 g, 0.68 nmiol), acetone (10 mL), sodium bicarbonate (0.501 g, 6 mmol), and water 
(1 mL) as in general procedure VI. Ice (5 mL) was added to the reaction mixture and the 
resulting suspension was filtered, washed with water and diethyl ether, then air dried. The 
solids were then purified by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to 
afford 512 (0.06 g, 18%). 'H NMR (DMSO-dt, 300 MHz) 5 2.92 (t, 2H), 3.94 (t, 2H), 
4.93 (m, 3H). 6.21 (dd, IH), 6.84 (d, IH), 7.19 (d, IH), 7.32 (ra, IH). 7.51 (d. IH), 7.58 
(dd, IH), 8 (m, 3H); LC-MS (ES*) m/z 493 (M+H)*, LC-MS (ES') m/z 491 (M-H) . 
Example 209; 




F a • 

513 

Step A: 
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514 

A mixture of 464 (1.10 g, 4.4 mmol), l-{2-ammoethyI)pynx)lidine (0.84 mL, 6.6 mmol), 
and pyridine (0.39 mL, 4.8 mmol) in methylene chloride (50 mL) was stirred rt for 6 d. 
The reaction mixture was then diluted with 50 mL of CH2CI2 and extracted with two 50- 
mL portions of water. The organic layer was dried over MgS04 and filtered to give 1.02 1 
g of a brown oil. Purification by flash chromatography (elution with 3-5% 
MeOH/CHjCb) gave 514 as a yellow oil (0.776 g, 54%): MS (ES+) m/z 326 (M+H); 
NMR (CDCI3, 400 MHz) 5 8.19-8.17 (m, 1 H), 7.70-7.68 (m, 2 H), 7.19 (br s, 1 H), 2.98 
(t, 2 H), 2.52 (t, 2 H), 2.37-234 (m, 4 H), 2.32 (s, 3 H), 2.25 (s, 3 H), 1.73-17.0 (m, 4 H). 
Step B: 




515 

A mixture of 514 (0.765 g, 2.35 mmol) and 1 .5 M HCl (5 mL) in 20 mL of ethanol was 
heated to 80 for 1 8 h. The reaction mixture was then poured into 50 mL of saturated 
NaHC03 (aq) and extracted with two 30-mL portions of CH2CI2. The combined organic 
layers were dried over MgS04, filtered and concentrated in vacuo to give 515 (0.564 g, 
81%): MS (ES+) m/z 284 (M+H); 'H NMR (CDCI3, 400 MHz) 5 7.54-7.50 (m, 2 H), 6.68 
(d, 1 H), 4.07 (br s, 2 H), 2.98-2.95 (m, 2 H), 2.54-2.52 (m, 2 H), 2.39-2.32 (m, 4 H), 2.18 
(s, 3 H), 1.75-1.68 (m, 4 H). 

Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 515 
(0.07 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.1 g, 0.29 mmol) were used as in general procedure VI, Water (25 mL) was 
added to the reaction mixture and the resulting suspension was filtered. The solids were 
washed with ether to afford 513 as an off-white solid (0.01 5 g, 8.7%). ^H NMR (DMSO- 
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rftf, 300 MHz) 5 1.65 (m, 4H), 2.2 (s. 3H), 2.85 (t, 2H). 3.35 (m. 6H), 4.83 (s, 2H), 7.22 (d, 
IH), 7.43-7.72 (m. 8H), 9.48 (s, IH); MS (ES^ m/z 592 (M+H)*. 
Example 210: 




Acid 49 was converted to the acid chloride using the general procedure V. Aniline 315 
(0.066 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the 
acid chloride (0.1 g, 0.29 mmol) were used as in general procedure VI. Water (25 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The solid was 
dissolved in CH2CI2 then chromatographed by TLC prep plate eluded with 9:1 
CH2Cl2:MeOH to afford 516 as an off-white solid (0.074 g, 48%). 'H NMR (DMSO-^/a 
400 MHz) 5 0.4 (m, 2H). 0.42 (m, 2H), 2 (m, IH), 2.2 (s, 3H), 4.8 (s, 2H), 7.18 (d, IH), 
7.38 (m, 2H), 7.41 (d. IH), 7.46-7.61 (m, 4H), 7.69 (d, IH), 7.76 (d, IH), 9.38 (s, IH); MS 
(ES^ mJz 535 (M+H)\ MS (ES^ m/z 533 (M-H)". 

Example 211: 




F 



517 



Step A: 
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518 

A mixture of 464 (1,10 g, 4.4 nunol), cyclopropanemethylamine (Aldridi, 0.57 mL, 6.6 
nunol), and pyridine (0.39 mL, 4.8 mmol) in 50 mL of methylene chloride was stined at rt 
for 7 d. The reaction mixture was then filtered, washed with 50 mL of CH2CI2 and 50 mL 
of water. The organic layer was washed with an additional 50 mL of water, brine, dried 
over MgS04, filtered and concentrated. Crystallization of the crude material from MeOH 
provided 518 (0.348 g, 28%): 'H NMR (DMSO-de, 400 MHz) 5 9.39 (s, 1 H), 7.72 (d, 1 
H), 7,58-7.52 (m, 3 H), 2.59 (t, 2 H), 2.25 (s, 3 H), 2.07 (s, 3 H), 0.80-0.72 (m, I H), 0.34- 
0.29 (m, 2 H), 0.06-0.03 (m, 2 H). 

StepB: 




519 

A mixture of 518 (0.310 g, 1.1 mmol) and 1.5 MHCl (2.5 mL) in 12 mLof etfianol was 
heated to 80 for 1 8 h. The reaction mixture was then poured into 50 mL of saturated 
NaHCOa (aq) and extracted with two 30-mL portions of CH2CI2. The combined organic 
layers were dried over MgS04, filtered and concentrated in vacuo to afford 519, which 
was used without fiirther purification (0.284 g): MS (ES+) m/z 241 (M+H); NMR 
(CDCI3. 400 MHz) 5 7.54-7.51 (m, 2 H), 6.68 (d, 1 H), 4.41 (t, 1 H), 4.06 (br s, 2 H), 2.78 
(t, 2 H), 2,18 (s, 3 H), 0.92-0.83 (m, 1 H), 0.48-0.43 (m, 2 H), 0.1 1-0.07 (m, 2 H). 

Step C: 
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Acid 49 was converted to the acid chloride using the general procedure V. Aniline 519 
(0.07 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 1 g, 0.29 mmol) were used as in general procedure VI. Water (25 mL) was 
added to the reaction mixture and the resulting suspension was filtered The solids were 
washed with ether to afiford 517 as an ofF-white sohd (0,129 g, 81%). NMR (DMSO- 
de. 300 MHz) 5 0. 1 (m, 2H), 0.36 (ra, 2H). 0.82 (m. IH), 2,2 (s, 3H), 2.64 (t. 2H), 4.86 (s, 
2H), 7.25 (d, IH), 7.46-7.74 (m, 9H). 9.44 (s, IH); MS (ES^ m/z 549 (M+H)^ MS (ES") 
m/z 547 (M-H)-. 

Example 212: 




F CI 

520 



Acid 49 was converted to the acid chloride using the general procedure V. Aniline 318 
(0.07 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 1 g, 0.29 mmol) were used as in general procedure VI. Water (25 mL) was 
added to the reaction mixture and the resulting suspension was filtered. The solids were 
washed with ether to afford 520 as an off-white solid (0.126 g, 79%). NMR (DMSO- 
de, 300 MHz) 5 1.66 (m. 4H), 2.26 (s, 3H), 3.35 (m, 4H), 4.87 (s, 2H), 7,25 (d, IH), 7.47- 
7.7 (m, 7H), 7.82 (d, IH), 9.43 (s, IH); MS (ES*) m/z 549 (M+H)*, MS (ES") m/z 547 (M- 
H)-. 

• ■ 

Example 213; 
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Stq>A: 




522 

A mixture of 464 (1.10 g, 4.4 mmol), diethylamine (0.68 mL, 6.6 mmol), and pyridine 
(0.39 mL, 4.8 mmol) in 50 mL of methylene chloride was stiired at rt for 5 d. The reaction 
mixture was then diluted with 100 mL of CH2CI2 and washed with two 50-mL portions of 
water. The organic layer was washed with brine, dried over MgS04, and filtered to give 
1.2 g of an orange oil. Crystallization from EtOAc/hexane gave 522 as orange crystals 
(0.446 g, 36%): MS (ES+) m/z 285 (M+H); NMR (CDCI3. 400 MHz) 5 8.08 (d, 1 H), 
7.61-7.58 (m, 2 H), 3.21 (q, 4 H), 2.29 (s, 3 H), 2.24 (s, 3 H), 1.13 (t, 6 H). 
Step B: 




523 

A mixture of 522 (0.341 g, 1.2 nmiol) and 1.5 M HCl (2,5 mL) in 12 mL of ethanol was 
heated to 80 for 1 8 h. The reaction mixture was then poured into 50 mL of saturated 
NaHC03 (aq) and extracted with two 30-mL portions of CH2CI2. The combined organic 
layers were dried over MgS04, filtered and concentrated in vacuo to give 523 as a yellow 
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solid (0.285 g, 98%): MS (ES+) m/z 243 (M+H); NMR (CDCI3, 400 MHz) 8 7.48-7.45 
(m, 2 H), 6.66 (d, 1 H), 4.02 (br s, 2 H), 3.19 (q, 4 H), 2.18 (s, 3 H), 1.12 (t, 6 H). 

StepC: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 523 
(0.07 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.1 g, 0.29 mmol) were used as in general procedure VI. Water (25 mL) was 
added to the reaction mixture and the resulting suspension was filtered. The solids were 
washed with ether to afford 521 as an off-white soUd (0.1 1 7 g, 73%). 'H NMR (DMSO- 
300 MHz) 5 1.06 (t, 6H), 2.24 (s, 3H), 3.16 (m, 4H). 4.86 (s, 2H), 7,25 (d, IH), 7.47- 
7.70 (m, 7H), 7.77 (d, IH), 9.43 (s, IH); MS (ES^ m/z 551 (M+H)^ MS (ES") mJz 549 
(M-H)'. 

Example 214; 




524 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 312 
(0.062 g, 0.29 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the 
acid chloride (0.1 g, 0.29 mmol) were used as in general procedure VL Water (25 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The solid was 
washed with ether to afford 524 as an off-white solid (0.109 g, 70%). NMR (DMSO 
rftf, 400 MHz) 6 0.99 (t, 3H), 2.23 (s, 3H), 2.77 (m, 2H), 4.86 (s, 2H), 7.25 (d, IH), 7.46- 
7.75 (m, 9H), 9.45 (s, IH); MS (ES^ m/z 523 (M+H)*. MS (ES") m/z 521 (M-H)". 
Example 215: 
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526 

5 Step A: 

Sulfonyl chloride 464 (0.27 g, 1.09 mmol) was added poitionwise to a large test tube with 
a stir bar, pyridine (5 mL), and 2-(2-aminoethyl)pyridine (Aldrich, 0.28 g, 2.3 imnol). The 
mixture was allowed to stir for 2 d. Water was added and the mixture was extracted with 
dichloromethane, concentrated, and purified by flash chromatography using 95:5 
10 CH2Cl2:CH30H as eluant to afford 526 (0.70 g, 51%). *H NMR (DMSO-dd, 400 MHz) 5 
2.05 (s, 3H), 2.22 (s, 3H), 2.77 (t, 2H), 3.03 (t, 2H), 7.13 (dd, 2H). 7.48-7.71 (m, 5H). 8.38 
(dd,lH), 9.37 (s,lH). 




527 

15 Step B: 

Sulfonamide 526 (0.7 g, 2.09 mmol), 1.5 N HCl (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afford 527 (0. 1 1 g, 1 8%). The crude product was 
usQd without further purification. 



20 
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Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 527 
(0.05 g, 0.17 mraol), the acid chloride (0.19 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) were used as in general procedure YI. Ice (5 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The solids 
were purified by flash chromatography using 95:5 CHaChiCHsOH as eluant to afford 525 
(0.03 g, 33%). 'H NMR (DMSO-rf& 400 MHz) 5 2.18 (s, 3H), 2.81 (t, 2H), 3.08 (m, 2H), 
4.83 (s. 2H), 7.16-7.23 (m, 3H), 7.43-7.7 (m, lOH), 8.42 (m, IH), 9.41 (s, IH); MS (ES^ 
m/z 600 (M+H)\ MS (ES^ m/z 598 (M-H)\ 

Example 216: 




F a 

528 

Step A: 




529 

Sulfonyl chloride 464 (0.27 g, 1.09 mmol) was added portionwise to a large test tube with 
a stir bar, pyridine (5 mL), and aminopropylmorpholine (Aldrich, 0.33 g, 2.3 mmol). The 
mixture was allowed to stir for 2 d, followed by the addition of water and extraction with 
dichloromethane. The organic layer was concentrated, and the product purified by flash 
.chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 529 (0.7 g, 49%). 
NMR (DMSO-rfd, 400 MHz) 8 1 .44 (m, 2H), 2.05 (s, 3H), 2. 12 (in, 4H). 2.23 (s, 2H), 2.7 
(m, 2H), 3.45 (ra, 4H), 7.41 (t, IH), 7.5 (dd, IH), 7.55 (d, IH), 7.71 (d, IH), 9.38 (s, IH). 
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Step B: 




530 

Sulfonamide 529 (0.7 g, 1.96 mmol), 1,5 N HCl (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afford 530 (0.15 g, 24%), The crude product was 
used without further purification. 

Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 530 
(0.05 g, 0.16 mmol), the acid chloride (0.19 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) were used as in general procedure VL Ice (5 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The product 
was purified by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 528 
(0.01 g, 6%). *H NMR (DMSO-rftf, 400 MHz) 6 0.8 (m, IH), 1.18 (s, IH), 1.43 (m, 2H), 
2.15 (m, 7H), 2.7 (m, 2H), 3.44 (m, 4H), 4.78 (s, 2H), 7.18 (d, IH), 7.39-7.67 (m, 9H), 
9.38 (s, IH); LC-MS (ES^ mJz 623 (M+H)^ MS (ES") m/z 621 (M-H)'. 

Example 217; 




F a 



531 

Step A: 
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o o 

532 

Sulfonyl chloride 464 (0.27 g, 1.09 mmol) was added portionwise to a large test tube with 
a stir bar, pyridine (5 mL), and l-(2-moipholinoethyl)piperazine (EMKA, 0.46 g, 2.3 
nunol). The mixture was allowed to stir for 2 , followed by the addition of and extraction 
with dichloromethane. The organic layer was concentrated, and the product was purified 
by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 532 (0.3 g, 19%). 

NMR (DMSO-i/tf, 400 MHz) 5 2.07 (s, 3H), 2.27 (m, 9H), 2.38 (m, 2H), 2.45 (m, 4H), 
2.85 (m, 2H), 3.3 (m, 2H), 3.5 (m, 4H), 7.46 (m. 2H), 7.82 (d, IH), 9.4 (s, IH). 



Step B: 




o o 



533 

Sulfonamide 532 (0.3 g, 0.73 mmol), 1,5 N HCl (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afford 533 (0.08 g, 30%). The crude product was 
used without further purification. 
Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 533 
(0.05 g, 0.14 mmol), the acid chloride (0.19 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) were used as in general procedure VI. Ice (5 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The product 
was purified by flash chromatography using 95:5 CHaCbiCHaOH as eluant to afford 531 
(0.01 g, 7%). NMR (CDCU, 400 MHz) 6 2.29 (s, 3H), 2.38-2.54 (m. 12H), 2.97 (bs. 
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4H), 3.63 (m, 4H), 4.69 (s, 2H), 7-7.1 (m, 2H), 7.29-7.35 (m, 3H), 7.51-7.57 (m, 3H), 8.1 
(d, IH). 8.66 (s, IH). 

Example 218; 



Step A: 




535 

Sulfonyl chloride 464 (3 mmol), pyridine (5 mL), and 2-(2-methylaminoethyl)pyridine 
(Aldrich, 0.41 g, 3.01 mmol) were used as in general procedure XVI. The mixture was 
allowed to stir for 2 A Water was added and the mixture was extracted with 
dichloromethane, and the organic layer was concentrated in vacuo. The resulting products 
were then dissolved in ethanol (10 mL) and 1 .5 N HGl (1 0 mL) and heated to 60 ^^C 
overnight. The resulting solution was concentrated in vacuo and the product was purified 
by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 535 (0.28 g, 30%). 
Step B: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 535 
(0.05 g, 0.16 mmol), the acid chloride (0.15 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) were used as in general procedure VI. Ice (5 mL) 
was added to the reaction mixture and the resulting suspension was filtered. The solid was 
then purified by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 534 
(0.04 g, 40%). NMR (DMSO-rftf, 400 MHz) 5 2.21 (s, 3H), 2.67 (s, 3H). 2.93 (m, 2H), 
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4.08 (m, 2H), 4.83 (s, 2H), IAZ'121 (m, 3H), 7.43-7.77 (m, 9H), 8.46 (m, IH), 9.41 (s. 
IH); LC-MS (ES^ m/z 614 (M+H)*, LC-MS (ES ) m/z 612 (M-H) . 

Example 219: 



Step A: 




537 

Sulfonyl chloride 464 (3 mmolX pyridine (5 mL), and 3-picolylaniine (Aldrich, 0.25 g, 2.3 
nunol) were used as in general procedure XVI. The mixture was allowed to stir for 2 d 
followed by the addition of water. The reaction mixture was extracted with 
dichloromethane, and the organic layer was separated and concentrated in vacuo. The 
product was purified by flash chromatogrs^hy using 95:5 CHaChiCHaOH as eluant to 
afford 537 (0.9 g, 67%). NMR (DMSO-</tf, 400 MHz) 6 2.06 (s, 3H), 2,22 (s, 3H), 
3.96 (d, 2H), 7.24 (dd, IH), 7.54 (m, 3H), 7.71 (d, IH), 8.06 (t, IH), 8.36 (d, 2H), 9.37 (s, 
IH). 

Step B: 
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538 

Sulfonamide 537 (0.9 g, 2.81 mmol), 1.5 N HCI (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afiford 538 (0.25 g, 32%). The crude product was 
used without further piuification. 
Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 538 
(0.05 g, 0.18 mmol), the acid chloride (0.15 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) as in general procedure VI. Ice (5 mL) was added 
to the reaction mixture and the resulting suspension was filtered. The product was 
purified by flash chromatography using 95:5 CH2Cl2:CH30H as eluant to affoid 536 (0.03 
g, 27%). *H NMR (DMSO-rfft 300 MHz) 5 2.18 (s, 3H), 4 (d, 2H), 4,83 (s, 2H), 7.22 (d, 
IH), 7.28 (dd, IH), 7.45 (m, 2H), 7.51 (d, IH), 7.57>7.72 (m, 6H), 8.13 (t, IH), 8.41 (m, 
2H), 9.42 (s, IH); LC-MS (ES") m/z 586 (M+H)^ LC-MS (ES") mJz 584 (M-H)". 

Example 220: 




F a 

539 

Step A: 
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540 

Sulfonyl chloride 464 (1.1 mmol), p3aidine (5 mL), and 4'picolylamme (Aldrich, 0.25 g, 
2.3 nunol) were used as in graeral procedure XVI. The mixture was allowed to stir for 2 d 
followed by the addition of water. The mixture was extracted with dichloromethane, the 
5 organic layer was separated and concentrated in vacuo. The product was puriiSed by flash 
chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 540 (0.5 g, 37%). 
NMR (DMSO-iftf, 400 MHz) 5 2.06 (s, 3H), 2.21 (s, 3H), 3.95 (d, 2H), 7.21 (d, 2H), 7.52 
(m, 2H), 7.71 (m, IH), 8.14 (t, IH), 8.41 (dd, 2H). 9.38 (s, IH). 

10 Step B: 




Sulfonamide 540 (0.5 g, 1.56 mmol), 1.5 N HCl (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afford 541 (0. 12 g, 28%). The crude product was 
used without further purification. ^ 

15 

Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 541 
(0.05 g, 0.18 mmol), the acid chloride (0.15 mmol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) as in general procedure VL Ice (5 mL) was added 

20 to the reaction mixture and the resulting suspension was filtered. The product was purified 
by flash chromatography and TLC prep plate using 95:5 CH2Cl2:CH30H as eluant to 
afford 539 (0.02 g, 19%). NMR (DMSO-J(j, 400 MHz) 5 2.18 (s, 3H), 4.01 (m, 2H), 
4.83 (s, 2H), 7.21-7.26 (m. 3H), 7.43-7.72 (m, 8H), 8.2 (t, IH), 8.45 (m, 2H), 9,42 (s, IH); 
LC-MS (ES^ m/z 586 (M+H)^ LC-MS (ES") m/z 584 (M-H)". 

25 Example 221; 
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Step A: 




543 

Sulfonyl chloride 464 (1.1 mmol), pyridine (5 mL), and ethanolamine (Aldrich, 0.14 g, 2.3 
mmol) were used as in general procedure XVI. The mixture was allowed to stir for 2 d 
followed by the addition of water. The mixture was extracted with dichloromethane, the 
organic layer was separated and concentrated in vacuo. The product was purified by flash 
chromatography using 95:5 CH2Cl2:CH30H as eluant to afford 543 (0.46 g, 37%). 'H 
NMR (DMSO-rf^ 400 MHz) 6 2.05 (s, 3H), 2.23 (s, 3H). 2.7 (m, 2H), 3.29 (m, 2H), 4.62 
(t, IH), 7.41 (t, IH), 7.51 (dd, IH), 7.56 (d. IH), 7.7 (d, IH), 9.38 (s, IH). 
StepB; 




544 

Sulfonamide 549 (0.46 g, 1.68 mmol), 1.5 N HCl (10 mL), and ethanol (10 mL) were used 
according to general procedure XVII to afford 544 (0.12 g, 31%). The crude product was 
used without further purification. 
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Step C: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 544 
(0.05 g, 0.22 mmol), the acid chloride (0. 1 5 mmol), acetone (5 niL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) as in general procedure VI. Ice (5 mL) was added 
to the reaction mixture and the resulting suspension was filtered. The product was purified 
by flash chromatography and TLC prep plate using 95:5 CHzCbrCHjOH as eluant to 
afford 542 (0.02 g, 17%). *H NMR (DMSO^^, 400 MHz) 5 2.2 (s, 3H), 2.75 (q, 2H), 
3.34 (m. 2H), 4.66 (t, IH), 4.83 (s, 2H), 7.22 (d, IH), 7.42-7.72 (m, 9H), 9.42 (s, IH); LC- 
MS (ES*) mJz 539 (M+H)^ LC-MS (ES") m/z 537 (M-H)*. 

Example 222: 



Step A: 




546 

Sulfonyl chloride 464 (3 mmol), pyridine (5 mL), and 5-aminobenzotriazole (Lancaster, 
0.41 g, 3.06 mmol) were used as in general procedure XVI. The mixture was allowed to 
stir for 2 days. Water was added and the mixture was extracted with dichloromethane, the 
organics were separated, concentrated in vacuo. The resulting products were then 
dissolved in ethanol (10 mL) and 1 .5 N HCl (1 0 mL) and heated, with stirring, to 60 ""C 
overnight. The resulting solution was concentrated in vacuo and purified by flash 
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chromatography using 95:5 CH2Cl2:CH30H as eiuant to afford 546 (0.45 g, 48%). The 
cnide product was used without further purification. 



Step B: 

Acid 49 was converted to the acid chloride using the general procedure V. Aniline 546 
(0.05 g, 0.16 mmol), the acid chloride (0.15 nunol), acetone (5 mL), sodium bicarbonate 
(0.3 g, 3.57 mmol), and water (4 drops) as in general procedure VI. Ice (5 mL) was added 
to the reaction mixture and the resulting suspension was filtered. The solids were then 
purified by flash chromatography and TLC prep plate using 95:5 CH2Cl2:CH30H as eiuant 
to afford 545 (0.01 g, 10%). NMR (DMSO-rftf, 400 MHz) 6 2.13 (s, 3H), 4.78 (s, 2H), 
7.16 (m, 2H), 7.39-7.85 (m, 1 IH), 9.34 (s, IH) 10.5 (bs, IH); LC-MS (ES^ m/z 586 
(M+H)^ LC-MS (ES") m/z 584 (M-H)\ 



Example 223: 




^ CO 



547 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 523 
(0.1 g, 0.41 mmol), the acid chloride (0.16 g, 0.4 mmol), acetone (4 mL), and sodium 
bicarbonate (0.22 g, 2.6 mmol) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CH2Cl2:CH30H as eiuant to afford 547 (0.085 g, 34%). 
'H NMR (DMSO-^/^ 300 MHz) 6 1.02 (t, 6H), 2.18 (s, 3H), 3.12 (m, 4H), 4.81 (s, 2H), 
7.22 (d, IH), 7.54-7.71 (m, 5H). 7.87 (d. 2H), 7.98 (d. IH), 9.38 (s, IH); LC-MS (ES^) m/z 
601 (M+H)\ LC-MS (ES*) m/z 599 (M-H)\ 
Example 224: 



t 



wo 01/1 7982 PCT/EPOO/08487 



327 




548 



10 



Acid 71 was converted to the acid chloride using the general procedure V. Aniline 315 
(0.1 g, 0.44 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 nunol), and the acid 
chloride (0.16 g, 0.4 mmol) were used as in gcnGrai procedure VI. After 2 d, the resulting 
solutions were concentrated, re-dissolved in dichloromethane and purified by flash 
chromatography and TLC prep plate using 98:2 CH2Cl2:CH30H as eluant to afford 548 
(0.074 g, 29%). *HNMR(DMSO-rf5,300MHz) 5 0.3-0.5 (m.4H), 2.04 (m, lH), 2.18 (s, 
3H), 4.81 (s, 2H), 7.24 (d, IH), 7.54^7.88 (m, 8H), 8 (d, IH), 9.41 (s, IH); LC-MS (ES*) 
585 (M+H^, LC-MS (ES") m/z 583 (M-H)". 



Example 225: 




549 

15 Acid 71 was converted to the acid chloride using the general procedure V. Aniline 518 
(O.I g, 0.42 mmol), acetone (4 mL), sodiimi bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 16 g, 0.4 mmol) were used as in general procedure VI. After 2 d, the resulting 
solutions were concentrated, re-dissolved in dichloromethane and purified by flash 
chromatography usmg 98:2 CH2Cl2:CH30H as eluant to afford 549 (0.095 g, 38%). 

20 NMR (DMSO-t/6. 300 MHz) 5 0.05 (m, 2H), 0.33 (m, 2H), 0.77 (m. IH), 2.16 (s, 3H), 2.6 



# 
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(d. 2H), 4.8 (s, 2H), 122 (d, IH), 7.54-7.67 (m, 6H). 7.86 (d, 2H), 8 (d, IH). 9.4 (s, IH); 
LC-MS (ES^ m/z 599 (M+H)^ LC-MS (ES*) /n/z 597 (M-H)'. 



Example 225; 




550 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 312 
(0. 1 g, 0.42 nunol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.16 g, 0.4 mmol) were used as in general procedure VI.. After 2 d, die resulting 
solutions were concentrated, re-dissolved in dichloromethane and purified by flash 
chromatogr^hy using 98:2 CH2Cl2:CH30H as eluant to afford 550 (0.125 g, 47%). 'H 
NMR (DMSO-i/6 300 MHz) 6 0.94 (t, 3H), 2.17 (s, 3H), 2.72 (m, 2H), 4.81 (s, 2H), 7.22 
(d, IH), 7.43 (t, IH). 7.53-7.68 (m, 5H). 7.87 (d, 2H). 8 (d, IH), 9.4 (s, IH); LC-MS (ES"^ 
im/z 573 (M+H)*, LC-MS (ES") m/z 571 (M-H). 
Example 226; 




II ^'^^ 

o o 



step A: 



551 
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O O 



SS2 



Sulfonyl chloride 464 (3 mmol), pyridine (5 mL), and 3-methoxybenzylamine (Aldrich, 
0,41 g, 3.01 mmol) were used as in general procedure XVI. The mixture was allowed to 
stir for 2 d. The resulting mixture was concentrated in vacuo. Water was added and the 
mixture was filtered to afford 552 (0.24 g, 69%). 'H NMR (DMSO-c/^ 400 MHz) 6 2.06 
(s, 3H), 2.21 (s, 3H), 3.63 (s, 3H), 3.89 (d, 2H), 6.73 (m, 3H), 7.13 (t, IH), 7.53 (m, 2H), 
7.7 (d, IH), 7.96 (t, IH), 9.36 (s, IH); LC-MS (ES") m/z 349 (M+H)^ LC-MS (ESO m/z 
347 (M-H)\ 



10 Step B: 




553 

The sulfonamide 552 was dissolved in ethanol (10 mL) and 1.5 N HQ (10 mL). The 
resulting mixture was heated to 60 overnight. The resulting solution was concentrated 
15 in vacuo to afford 553» The product was used without further purification. 
Step C: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 553 
(0.1 g, 0.33 mmol)» acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 nunol)» and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
20 resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CHaCh'.CHaOH as eluant to afford 551 (0.212 g, 98%). 
*H NMR (DMSO-rftf, 300 MHz) 5 2.1 4 (s, 3H), 3.66 (s, 3H), 3.92 (d. 2H), 4.81 (s, 2H), 
6.77 (t, 3H), 7.13-7.24 (m, 2H), 7.55 (m, 3H), 7.66 (dd, 2H), 7.87 (m, 2H), 8.02 (t, 2H), 
9.4 (s, IH); LC-MS (ES*) m/z 665 {M+H)^ LC-MS (ES") m/z 663 (M-H)'. 
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554 



10 



Acid 71 was converted to the acid chloride using the general procedure V. Aniline 544 
(0.1 g, 0.43 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 16 g, 0.40 mmol) were used as in gmeral procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash duomatogr^hy using 98:2 CHjCkrCHaOH as eluant to afford 554 (0.073 g, 29%). 
'H NMR (DMSO-rfrf, 300 MHz) 5 2.17 (s, 3H), 2.74 (m, 2H), 3.35 (m, 2H), 4.65 (t, IH), 
4.81 (s, 2H), 7.22 (d, IH), 7.45-7.68 (ra, 6H). 7.87 (d, 2H), 8 (d, IH), 9.41 (s, IH); LC-MS 
(ES") m/z 589 (M+H)*, LC-MS (ES^) m/z 587 (M-H)". 



Example 228: 




IS 



555 



Step A: 
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556 

Sulfonyl chloride 464 (3 mmol), pyridine (5 mL), and 3-(cyclopropylammo)propionitrile 
(Trans World Chemical, 0.33 g, 3 mmol) were used as in general procedure XXVL The 
mixture was allowed to stir for 2 d, followed by the addition of water and extraction with 
5 dicbloromethane. The organic layer was separated and concentrated in vacuo. The 
resulting products were then dissolved in ethanol (10 mL) and 1.5 N HCl (10 mL) and 
heated to 60 overnight The resulting solution was concmtrated in vacuo and the 
product purified by flash chromatography using 95:5 Qi2Cl2:CH30H as eluant to afford 
556 (0.22 g, 26%). 
10 Step B: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 556 
(0.1 g, 0.36 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 1 6 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 

■ 

resulting solution was conc^trated, re-dissolved in dicbloromethane and purified by flash 
15 chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 556 (0. 1 13 g, 49%). 

NMR (DMSO-rftf, 300 MHz) 5 0.63-0.82 (m, 4H), 2 (m, IH), 2.21 (s, 3H), 2.78 (t, 2H), 
3.36 (m, 2H), 4.82 (s, 2H), 7.22 (d, IH), 7.54 (d, IH), 7.63 (m, 3H), 7.79 (d, IH), 7.87 (d, 
2H), 8 (d, IH), 9.42 (s, IH); LC-MS (ES^ m/z 638 (M+H)^ LC-MS (ES") m/z 638 (M-H)* 



20 



Example 229: 




557 



Step A: 
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558 

Sulfony] chloride 464 (3 mmol), pyridine (5 mL), and thiophene-2-ethyiamine (Aldrich, 
0.41 g, 3.01 mmol) were used as in general procedure XVI. The mixture was allowed to 
stir at rt for 2 d, followed by concentration in vacuo. Water was added to the resulting 
residue and the mixture was filtered to afford the protected sulfonamide 558 (0.12 g, 
35%). *H NMR (DMSO-rf^ 400 MHz) 8 2,05 (s, 3H), 2.23 (s, 3H), 2.81-2,93 (m, 4H), 
6.79 (d, IH), 6.87 (dd, IH), 7,26 (dd, IH), 7.51 (dd, IH), 7.55 (s, IH), 7.61 (t, IH). 7.71 
(d, IH), 9.37 (s, IH); LC-MS (ES^ m/z 339 (M+H)^ LC-MS (ES") m/z 337 (M-H)'. 
Step B: 




559 



Sulfonamide 558 was dissolved in ethanol (10 mL) and 1.5 N HCl (10 mL) and heated to 
60 overnight. The resulting solutions were concentrated in vacuo to afford 559. The 
resulting product was used without further purification. 
Step C: 

Acid 71 was conv^ed to the acid chloride using the general procedure V. Aniline 559 
(0.1 g, 0.34 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 557 (0,206 g, 93%). 
'H NMR (DMSO-rf<s, 300 MHz) 6 2.16 (s, 3H). 2.87-2.95 (m, 4H). 4.8 (s, 2H), 6.83 (d. 
IH), 6.91 (t, IH), 7^2 (d, IH), 7.3 (d, IH), 7.54-7.68 (m, 6H), 7.87 (d, 2H), 8 (d, IH), 9,4 
(s, IH); LC-MS (ES^) m/z 654 (M+H)\ LC-MS (ES^ m/z 653 (M-H)', 
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Example 230: 



Step A: 




561 

Sulfonyl chloride 464 (3 mmol), pyridine (5 mL), and DL-l-phenylpropylamine (Norse, 
0.41 g, 3.01 mmol) were used as in general procedure XXVL The mixture was allowed to 
stir at rt for 2 d, followed by concentration in vacuo. Water was added to the resulting 
10 residue and the mixture was filtered to afford the protected sulfonamide 561 (0. 19 g, 

55%). *H NMR (DMSO-dtf, 400 MHz) 6 0.61 (t, 3H), 1.5 (m, 2H), 2.03 (s, 3H), 2,08 (s, 
3H), 4.03 (m, IH), 7.03-7,12 (m, 5H), 7.26 (d, IH), 7.35 (dd, IH), 7.56 (d, IH), 8 (d, IH), 
9.24 (s, IH); LC-MS (ES^ m/z 347 (M+H)*, LC-MS (ES") m/z 345 (M-H) . 
Step B: 




562 
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Sulfonamide 561 was dissolved in ethanol (10 mL) and 1.5 N HCl (10 mL) and heated to 
60 overnight The resulting solution was concentrated in vacuo to a£ford 562. The 
resulting product was used without further purification. 

Step C: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 562 
(0.1 g, 0.33 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
resulting solution was concentrated, re-dissolved in dichloromethane and purified by flash 
chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 560 (0.185 g, 85%). 
NMR (DMSO-I/& 300 MHz) 6 0.63 (t, 3H), 1.55 (m, 2H), 2 (s, 3H), 4.06 (m, IH), 4.85 (s, 
2H), 7.04-7.15 (m, 5H), 7.22 (d, IH), 7.3 (s, IH), 7.39 (dd, IH), 7.53 (m, 2H), 7.66 (dd, 
IH), 7.87 (d, 2H), 7.99-8.07 (m, 2H), 9.29 (s, IH); LC-MS (ES") m/z 663 (M+H)^ LC- 
MS (ES")i«/&661 (M-H)"." 
Example 231; 




563 

Acid 71 was converted to the acid chloride usiiig the general procedure V. Aniline 535 
(0. 1 g, 0.33 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VL After 2 d, the 
resulting solution was concentrated, re*disso]ved in dichloromethane and purified by flash 
chromatography using 98:2 CH2Cl2:CH30H as eluant to afibrd 563 (0.193 g, 89%). 'H 
NMR (DMSO-rf6, 400 MHz) 5 2.21 (s, 3H), 2.67 (s, 3H), 2.92 (t, 2H), 4.09 (m, 2H), 4.83 
(s, 2H), 7.18-7.27 (m, 3H), 7.42-7.78 (m, 9H), 8.46 (m, IH), 9,41 (s, IH); LC-MS (ES^ 
m/z 664 (M+H)^ LC-MS (ES") m/z 662 (M-H)', 
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Example 232: 



Step A: 




565 

5-Chloro-2-methoxybenzoic acid (Aldrich« 17.1 g, 91 mmol), oxalyl chloride (50 mL of 

2.0 M solution in dichloromethane, 100 nunol), DMF (IJ2 niL)» and dichloromethane (100 

mL), were used to prepare the acid chloride according to general procedure V. The 
10 mixture was concentrated after 2 h, dissolved in chloroform (50 mL), and added dropwise 

to a solution of N,0-dimethylhydroxylamine (Aldrich, 13.34 g, 140 mmol), chloroform 

(200 mL), and triethylamine (19.06 mL, 140 mmol) at 0 °C as in general procedure VII. 

After 1 h, water was added to the reaction mixture and the organic layer was separated. 

The aqueous was further extracted with ethyl acetate. The organic layers were combined, 
15 dried over MgS04, filtered and the solvents were removed under reduced pr^ure to 

afford 565 (18.69 g, 96%). *H NMR (DMSO-rf^ 300 MHz) 6 3.2 (bs, 3H), 3.45 (bs, 3H), 

3.77 (s, 3H), 7.1 (d, IH), 7.3 (d, IH), 7.42 (m, IH). 

Step B: 



wo 01717982 



PCT/EPOO/08487 



336 




Br CI 
566 



Into a oven dried Tound-bottom flask equipped with a stir bar, nitrogen on demand, and an 
addition funnel, were added 3,5-dibromotoluene (Avocado, 20.85 g, 83.4 mmol), and 
5 methyl t-butyl ether (500 mL) and the mixture was cooled to -50 by means of an 
acetonitrile dry ice bath. /j-Butyllithium (57.4 mL of a 1.6 M solution in hexanes, 91.8 
mmol) was added dropwise to the reaction and the mixture was allowed to stir for 30 min 
at -50 ^C. Weinreb amide 565 (19.16 g, 83.4 mmol) was added portionwise via a powder 

addition funnel. The mixture was allowed to stir at -50 ^C, then warm to rt overnight. 

♦ 

10 When judged to be complete, the reaction was poured into saturated ammonium chloride 
(500 mL) and stirred vigorously for 30 mm. The mixture was then added to a separatory 
funnel. The organics were collected, washed with water, brine, dried over MgS04, 
filtered, and concentrated in vacuo to give a yellow solid (28.64 g) that was pulverized, 
then triturated with methanol and filtered to give 566 as a pale yellow solid (19.2 g, 68%). 

15 'H NMR (DMSO-rftf, 400 MHz) 6 2.29 (s, 3H), 3.63 (s, 3H), 7.18 (d, IH), 7.36 (d, IH), 
7.42 (s, IH), 7.55 (m, 2H), 7.66 (s, IH). 
StepC: 




N 

567 



20 Into a oven dried round-bottom flask equipped with a stir bar, nitrogen on demand, and a 
reflux condenser, were added 566 (4.02 g, 12 mmol), sodium cyanide (1.16 g, 24 mmol). 



ft 
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copper iodide (0.26 g, 1.4 nunol), and propionitrile (SO mL degassed with nitrogra for 30 
min). To this mixture was added Pd(PPh3)4 (Strem, 1 .37 g, 1.2 mmol) that had been 
triturated with methanol and filtered prior to addition. The mixture was heated to reflux 
and allowed to stir for 30 min. The mixture was cooled to rt and ethyl acetate (100 mL) 

5 was added. The resulting suspension was filtered through celite and the solids washed 
with ethyl acetate. The filtrate was washed with water, brine, dried over MgS04, filtered, 
and concentrated in vacuo. The resulting product was fiirther purified by flash 
chromatography using 4:1 hexanes: ethyl acetate to afford 567 as an off-white solid (3:33 
g, 99%). NMR (DMSO-rftf, 300 MHz) 5 2.44 (s, 3H), 3.69 (s, 3H), 7.26 (d, IH), 7.46 

10 (d, IH), 7.66 (dd, IH), 7.86 (d, 2H), 7.99 (s, IH). 
Step D: 




N 



568 

Anisole derivative 567 (3.27 g, 14.2 nunol), dichloromethane (45 mL), and boron 
15 tribromide (1 .41 mL in 15 mL of dichloromethane) were combined as described in general 
procedure DC. The reaction was stirred at -78 for 1 h then allowed to warm to rt and 
stir for an additional 4 h. The reaction was then poured into ice water (500 mL) and 
stirred for additional 45 min, and poured into a separatory fimneL The organic layers 
were collected and washed with water, brine, and dried over MgS04, filtered, and 
20 concentrated in vacuo to give a yellow solid (5.62 g). The resulting solid that was 

recrystallized from methanol and filtered to give 568 as pale yellow crystals (2.65 g, 85%). 

NMR (DMSO-rf^j, 400 MHz) 5 2.4 (s, 3H), 6.98 (d, IH), 7.37 (d, IH), 7.47 (dd, IH). 
7.82 (d, IH), 7,87 (s, IH), 7.93 (d, IH), 10.43 (s, IH). 

25 Step E: 
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Compound 568 (2.65 g, 9.8 nunol), potassium carbonate (6.74 g, 49 mmol), compound 
470 (3.14 g, 10 mmol), and acetone (50 mL) were combined in a round>bottom flask, and 
heated to reflux for 4 h. The reaction was concentrated in vacuo» then water (200 mL) and 
dichloromethane were added and the suspension was filtered. The filtrate was poured in a 
sq)aratory fimnel and sq)arated. The organic layer was collected, washed with saturated 
sodium bicaibonate solution, water, brine, dried over MgS04, filtered and conc^trated in 
vacuo. The resulting solid was further purified by flash chromatography using 1:1 
hexanes:ethyl acetate as eluant to afford an off-white solid. The solid was reciystallized 
6om acetonitrile and water to afford 564 (1 .61 g, 66%). 'H NMR (DMSO-</tf, 400 MHz) 
8 2.17 (s, 3H), 2.37 (s, 3H), 4.81 (s, 2H), 7.24 (m, 3H), 7.5 (d, IH), 7.58-7.66 (m, 4H), 
7.92 (d, 2H), 7.98 (s, IH), 9.39 (s, IH). 

Example 233: 




569 

Step A: 




570 

Anisole dwivative 566 (1.02 g, 3 mmol), dichloromethane (10 mL), and boron tribromide 
(3 mL of a 1 M solution in dichloromethane) were combined as described in general 
procedure IX, The reaction was stirred at -78 for 90 min, and was then allowed to 
warm to rt and stir for an additional 1 h. Water (100 mL) was added to the reaction and 
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10 



15 



the resulting mixture was stirred for 30 rain. The mixture was then added to a sq)aratory 
funnel, the organic layer was collected, dried over MgS04, filtered, and concoitrated in 
vacuo to afiford 570 as a pale yellow solid (0.965 g, 99%). 'H NMR (DMSO-<fe. 300 
MHz) 5 2.34 (s, 3H), 6.96 (d, IH), 7.33 (d, IH), 7.45 (m, 2H), 7.58 (s, IH), 7.69 (s, IH), 
10.37 (s,lH). 



Compound 570 (0.16 g, 0.5 mmol), potassium carbonate (0.34 g, 2.5 mmol), compound 
470 (0.166 g, 0.54 mmol), and acetone (5 mL) were combined in a round-bottom flask, 
and heated to reflux overnight. Water was added, the resulting suspension was filtered 
and the solids purified by flash chromatography using 9:1 CH2Cl2:CH30H as eluant to 
afford 569 as an off-white soUd (0,035 g, 13%). NMR (DMSO^/tf, 300 MHz) 5 2.16 



(s, 3H), 2,3 (s, 3H), 4.8 (s, 2H), 7.24 (m, 3H), 7.46 (d, IH), 7.58-7.68 (m, 6H), 9.29 (s, 
IH). 



Step B: 



Example 234: 




F 



571 



Step A: 




572 
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Sulfonyl chloride 464 (3 mmol) was added poitionwise to a large test tube with a stir bar, 
pyridine (5 mL), and 4-methoxyben2yIamine (Aldrich, 0.41 g, 3.01 mmol). 
The mixture was allowed to stir for 2 d and was then concentrated in vacuo. Water was 
added to the remaining residue and the mixture was filtered. The filtrate was extracted 
with dichloromethane, the organic layer was collected, dried over MgS04, fihered and 
concentrated in vacuo to afford the protected sulfonamide 572 (0.16 g, 46%). *H NMR 
(DMSO-d6. 400 MHz) 5 2.06 (s, 3H), 2.21 (s, 3H), 3.65 (s, 3H), 3.83 (d, 2H), 6.77 (dd. 



2H), 7.08 (d, 2H), 7.52 (m, 2H), 7.7 (m, IH), 7.87 (t, IH), 9.36 (s, IH); LC-MS (ES^ m/z 
349 (M+H)^ LC-MS (ES ) mh 347 (M-H)". 



The sulfonamide was then dissolved in eflianol (10 mL) and 1.5 N HCl (10 mL) and 
heated to 60 ®C overnight. The resulting solution was concentrated in vacuo to afford 573, 
which was used without further purification. 
Step C: 

Acid 71 was converted to the acid chloride using the gmeral procedure V. Aniline 573 
(0,1 g, 0.33 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VL After 2 d, die 
resulting solution was concentrated, re-dissolved in dichloromethane and purified by flash 
chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 571 (0.070 g, 32%), 
NMR (DMSO-rftf. 300 MHz) 6 2.15 (s, 3H), 3.69 (s, 3H). 3.87 (d, 2H), 4.82 (s, 2H), 6.8 
(m, 2H), 7.1 (d, 2H), 7,23 (d, IH), 7.56 (dd, 3H), 7.67 (m, 2H), 7.87-8.03 (m, 4H), 9.41 (s. 
IH); LC-MS (ES*) m/z 663 (M-H)\ 

Example 235; 



Step B: 




573 
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574 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 527 
(0.1 g, 0.34 nunol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 nimol), and the acid 
chloride (0. 16 g, 0.40 mrool) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatogr^hy using 98:2 CH2Cl2:CH30H as eluant to afford 574 (0.040 g, 18%). 
'H NMR (DMSO-d^ 300 MHz) 5 2.16 (s, 3H), 2.8 (dd, 2H), 3.08 (m, 2H). 4.81 (s, 2H), 
7.16-7.25 (m, 3H), 7.53-7.69 (m, 7H), 7.88 (m, 2H), 8 (m, IH), 8.42 (m, IH), 9.4 (s, IH); 
LC-MS (ES^ m/z 650 (M+H)\ LC-MS (ESO m/z 648 (M-H) . 

Example 236: 




F a 

575 

Step A: 




576 



Sulfonyl chloride 464 (3 mmol) was added portionwise to a large test tube with a stir bar, 
pyridine (5 mL), and l-(3-aminopropyl)-4-methylpiperazine (Aldrich, 0.48 g, 3.05 mihol). 
The mixture was allowed to stir for 2 d, followed by concentration in vacuo. Water was 
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added to the remaining residue and the mixture was filtered. The filtrate was extracted 
with dichloromethane and the organic layer was collected, dried over MgS04, filtered and 
concentrated in vacuo to afford the protected sulfonamide 576 (0.22 g, 20%), which was 
used without fiirther purification. 
Step B: 




577 



The sulfonamide 576 was then dissolved in ethanol (10 mL) and 1.5 N HCl (10 mL) and 
heated to 60 ®C ovemight The resulting solutions were concentrated in vacuo to afford 
577. The resulting product was used without fiirther purification. 
Step C: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 577 
(0.1 g, 0.31 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2,6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 575 (0.067 g, 32%). 
*H NMR (DMSO-rftf, 300 MHz) 5 1 .47 (m, 2H), 2.04-2.21 (m, 16H), 2.73 (m, 2H), 4.82 
(s, 2H), 7.23 (d, IH). 7.45-7.7 (m, 6H), 7.87 (m, 2H), 8.01 (m, IH). 9.41 (s, IH); LC-MS 
(ES^ m/z 685 (M+H)^ LC-MS (ES") m/z 683 (M-H)'. 
Example 237; 




578 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 538 
(0. 1 g, 0.36 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
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chloride (0. 16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CHaCbrCHBOH as eluant to afford 77 (0.053 g, 23%). 
NMR (DMSO-de, 300 MHz) 5 2.16 (s, 3H). 4 (d, 2H), 4.82 (s, 2H), 7.22-7.31 (m, 2H), 
5 7.55-7.7 (m. 6H), 7.88 (d, 2H), 8.02 (m, IH), 8.12 (t, IH), 8.41 (dd, 2H). 9.42 (s, IH); LC- 
MS (ES^ m/z 636 (^^+H)^ LC-MS (ES") m/z 634 (M-H)'. 



Example 238: 





10 579 

Acid 71 was converted to the acid chloride using the general procedure V, Aniline 515 
(0.1 g, 0.35 mmol), acetone (4 mL), sodium bicarbonate (0,22 g, 2.6 mmol), and the acid 
chloride ( 0.16 g, 0.4 mmol) were used as in general procediu-e VI. After 2 d, die resulting 
solutions were concentrated, re-dissolved in dichloromethane and purified by flash 
15 chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 579 (0.01 8 g, 8%). 'H 
NMR (DMSO-rftf, 300 MHz) 5 1.6 (m, 4H), 2.17 (s, 3H), 2.3-2.42 (m, 6H), 2.81 (t, 2H), 
3.16 (m, 4H), 4.09 (m, IH), 4.81 (s, 2H), 7.24 (d, IH), 7.54-7.69 (m, 5H), 7.88 (d, 2H), 8 
(d, IH), 9.41 (s, IH); LC-MS (ES*) m/z 642 (M+H)^ LC-MS (ES*) m/z 640 (M-H)\ 



20 • Example 239: 





580 



Step A: 



wo 01/17982 



PCT/EP00/084«7 



344 




581 

Sulfonyl chloride 464 (3 minol) was added portionwise to a large test tube with a stir bar, 
pyridine (5 mL), and 2-(2-aminoethyl)-l-methylpyiTolidine (Aldrich, 0.29 g, 2.3 mmol). 
5 The mixture was allowed to stir at rt for 2 d, followed by concentration in vacuo. Water 
was added to the resulting residue and the mixture was filtered. The filtrate was extracted 
with dichloromethane and the organic layer was collected, dried over MgS04, filtered and 
concentrated in vacuo to afford the protected sulfonamide 581 (0.40 g, 51%). *H NMR 
(DMSO-dtf, 400 MHz) 5 1.25 (m, 2H), 1.53 (m. 2H), 1.64 (m, IH), 1.76 (m, IH), 1,96 (m, 
10 2H), 2,09 (s, 3H), 2,10 (s, 3H), 2.28 (s, 3H), 2.72 (m, 2H), 2.86 (m, IH), 7.46 (s, IH), 7.55 
(dd, IH), 7.59 (s, IH), 7.76 (d, IH), 9.42 (s, IH); LC-MS (ES^ m/z 340 (M+H)^ LC-MS 
(ES") m/z 338 (M-H) . 

Step B: 




The sulfonamide 581 was then dissolved in ethanol (10 mL) and 1,5 N HCl (10 mL) and 
heated to 60 overnight. The resulting solutions were concentrated in vacuo to afford 
582, which was used without further purification. 

20 

Step C: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 582 
(0.1 g, 0.34 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2:6 mmol), and the acid 
chloride (0.16 g, 0.40 mmol) were used as in general procedure VI. After 2 d, the 
25 resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
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flash chromatography using 98:2 CHjChrCHaOH as eluant to afford 580 (0,037 g, 17%). 
'HNMR(DMSO-</*,300MHz)6 1.25(m,2H). 1.47-1.8 (m,4H), 1.99 (m, 2H). 2.1 (s, 
3H). 2.17 (s, 3H), 2.73 (m, 2H), 2.9 (m, IH), 4.81 (s. 2H), 7.24 (d, IH), 7.46-7.69 (m, 6H), 
7.88 (m, 2H), 8 (m, IH), 9.41 (s, IH); LC-MS (ES*) m/z 656 (M+H)*. 



Eiampie 240; 



Step A: 




583 




584 



Sulfonyl chloride 464 (3 mmol) was added portionwise to a large test tube with a stir bar, 
pyridine (S mL), and tetrahydroAirfurylamine (Aldridi, 0.41 g, 3.01 mmol). The mixture 
was allowed to stir at rt for 2 d, followed by concentration in vacuo. Water was added and 
the mixture was filtwed to afford 584 (0.2 g, 64%). ' H NMR (DMSO-de, 400 MHz) 6 
1.45 (m, IH), 1.7 (m, 3H), 2.05 (s, 3H), 2.23 (s, 3H), 2.69 (t, 2H), 3.51 (m, IH), 3.62 (m, 
IH), 3.72 (m, IH), 7.5-7.56 (m, 3H), 7.69 (d, IH), 9.37 (s, IH); LC-MS (ES*) m/z 313 
(M+H)*, LC-MS (ES") Wz 3 1 1 (M-H)'. 
Step B: 




585 



wo 01/17982 



PCT/EPOO/08487 



346 



Sulfonamide 584 was dissolved in ethanol (10 mL) and 1.5 N HCl (10 mL) and heated to 
60 **C overnight. The resulting solution was concentrated in vacuo to afford 585, which 
was used without further purification. 
Step C: 

Acid 71 was converted to the acid chloride using the general procedure V. Aniline 585 
(0.1 g, 0.37 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 nmiol), and the add 
chloride (0. 16 g, 0.40 nunol) were used as in general procedure VI. After 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 583 (0.038 g, 16%). 
^HNMR (DMS0-d6, 300 MHz) S 1.69-1.88 (m, 3H), 2.17 (s, 3H), 2.73 (t, 2H), 3.51-3.81 
(m, 3H), 4.81 (s, 2H), 7.24 (d, 2H), 7.54-7.69 (m, 6H), 7.88 (m, 2H), 8.01 (m, IH), 9,41 (s, 
IH); LC-MS (AP^ m/z 629 (M+H)\ LC-MS (AP") m/z 628 (M-H)". 
Example 241; 




F a 

586 



Acid 71 was converted to the acid chloride using the general procedure V. Aniline 541 
(0.1 g, 0.36 mmol), acetone (4 mL), sodium bicarbonate (0.22 g, 2.6 mmol), and the acid 
chloride (0. 1 6 g, 0.40 mmol) were used as in general procedure VI. Alter 2 d, the 
resulting solutions were concentrated, re-dissolved in dichloromethane and purified by 
flash chromatography using 98:2 CH2Cl2:CH30H as eluant to afford 586 (0.033 g, 14%). 
*H NMR (DMSO-rf^ 300 MHz) 5 2. 16 (s, 3H), 4 (d, 2H), 4.82 (s, 2H), 7.24 (m, 3H), 
7.55-7.7 (m, 5H), 7.89 (m. 2H), 8.02 (m, IH). 8.20 (t, IH), 8.44 (dd, 2H), 9.42 (s, IH); MS 
(ES*) m/z 636 (M+H)^ 
Example 242; 
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587 

Step A: 




588 

Compound 568 (2 g, 7:4 mmol), potassium caibonate (5. 1 1 g, 37 mmol), ethyl 
bromoacetate (1 mL, 9 mmol), and acetone (40 mL) were used as in genera] procedure II 
to afford 588 as a yellow/off-white solid (2.73 g, crude matmal), *H NMR (DMSO-</6, 
400 MHz) 5 1.14 (t, 3H), 2.39 (s, 3H), 4.08 (m, 2H), 4.78 (s, 2H), 7.14 (d, IH), 7.47 (d, 
IH), 7.58 (d, IH), 7.9 (m, 3H). 
Step B: 




N 

589 
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Ester 588 (2.73 g, 7.6 mmol). ethanol (EtOH, 20 mL), water (5 mL), and lithium 
hydroxide monohydrate (0.45 g, 10.7 mmol) were used as in general procediu-e III to 
afford 589 as an orange glass (2.45 g, 97%). *H NMR (DMSO-J^, 300 MHz) 6 2.3 (s, 
3H), 4.67 (s, 2H), 7.1 (d, IH), 7.44 (d, IH), 7.58 (dd, IH), 7.9 (m, 3H), 13.1 (bs. IH). 
5 Step C: 

Carboxylic acid 589 (0.1 g, 0.3 mmol), oxalyl chloride (0.4 mL of 2.0 M solution in 
dichloromethane, 0.8 mmol), DMF (2 drops), and dichloromethane (2 mL), were used 
according to general procedure V. The acid chloride was dissolved in acetone and added 
dropwise to aniline 490 (0.086 g, 0.47 mmol), acetone (10 mL), sodium bicarbonate (0.15 
10 g, 1.8 mmol), and water (2 drops) as in general procedure VI. After 4 d, the reaction 

mixture was concentrated and the product was purified by flash chromatography using 9: 1 
CH2Cl2:CH3OHaseluanttoafifoni587(0.046g,31%). *H NMR (DMSO-rf^, 300 MHz) 
5 2.24 (s, 3H), 2.38 (s, 3H), 4.85 (s, 2H), 7.24 (d, IH), 7.39 (s, 2H), 7.49 (d, IH), 7.65 
(dd, IH), 7.81 (s, IH), 7.95 (m, 3H), 8.7 (s, IH), 9.71 (s, IH). 

15 

Example 243; 



Step A: 




20 Br a 

591 
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Compound 570 (0.75 g, 2.3 mmol), potassium carbonate (1.7 g, 12.3 mmol), ethyl 
bromoacetate (0.3 mL, 2.7 mmol), and acetone (10 mL) were used as in general procedure 
H to afford 591 as a clear low melting point solid (0.87 g, 92%). The crude product was 
used without fiuther purification. 
5 StepB; 




Br CI 



592 

Ester 591 (0.87 g, 2.1 mmol), ethanol (EtOH, 7.5 mL), water (2,5 mL), and lithium 
hydroxide monohydrate (0.125 g, 2.98 mmol) were used as in general procedure m to 
10 afford 592 as an white foam (0.74 g, 91%). NMR (DMSO-rf^, 300 MHz) 5 2.32 (s, 
3H), 4.68 (s, 2H), 7.08 (d, IH), 7.41 (d, IH), 7.57 (d, 2H), 7,67 (s, 2H). 13.1 (bs, IH). 

Step C: 

Carboxylic acid 592 (0.1 g, 0.26 mmol), oxalyl chloride (0.4 mL of 2.0 M solution in 
15 dichloromethane, 0.8 mmol), DMF (2 drops), and dichloromethane (2 mL), were 

according to general procedure V. The acid chloride was then dissolved in acetone and 
iadded dropwise to aniline 490 (0.086 g, 0.47 mmol), acetone (10 mL), sodium bicarbonate 
(0.15 g, 1.8 mmol), and water (2 drops) as in general procedure VI. After 5 d, the reaction 
mixture was concentrated, and the product was purified by flash chromatography using 9:1 
20 CH2Cl2:CH30H as eluant to afford a solid. The sohd was dissolved in dichloromethane, 
washed with saturated sodium bicarbonate, dried over MgS04, filtered, and concentrated 
in vacuo to give 590 (0.029 g, 20%). 'H NMR (DMSO-rftf. 300 MHz) 8 2.19 (s, 3H), 2.3 

(s, 3H), 4.75 (s, 2H), 7.22 (d, 2H), 7.43 (d, 2H), 7.58-7.74 (m, 6H), 8.68 (s, IH). 
Example 244; 
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H 




N 

593 

Step A: 




S 594 

4-(3-bromo-piopoxy)-2-inethyl-l-iiitrobenzene (3.29 g, 12 mmol), DMF (30 mL), and 
potassium caifoonate (7.6 g, 55 mmol) were combined in a round-bottom flask. 3- 
Pynroline (Aldrich, 1 g, 14.5 mmol) was added dropwise to the reaction and the resulting 
solution was stirred at rt overnight. Water was added to the mixture and the resulting 
10 mixture was extracted with ethyl acetate. The organic layer was collected, dried over 
MgS04, filtered, and concentrated in vacuo to afford 594 as an orange oil (1.22 g, 39%). 
"H NMR (DMSO-rfij, 400 MHz) 5 1.88 (m, 2H), 2,54 (s, 3H), 2.69 (m, 2H), 3.4 (s, 4H), 
4.14 (t, 2H), 5.78 (s. 2H), 6.96 (dd, IH), 7.03 (d, IH). 8.03 (d, IH). 
Step B: 




595 

Compound 594 (0.65 g, 2.5 mmol), tin dichloride dihydrate (1.83 g, 8.1 mmol), and 
ethanol (10 mL) were combined and stirred overnight at rt. Sodium hydroxide (2N) was ' 
added and the mixtwe was extracted with ethyl acetate. The organic layer was collected 
20 washed with water and brine, dried over MgS04, filtered, and concentrated in vacuo to 
afford 595 as a brown oil (0,26 g, 49%). *H NMR (DMSO-rf^, 300 MHz) 8 1.78 (m, 2H), 
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10 



2 (s, 3H). 2.65 (m, 2H). 3.37 (s, 4H), 3.83 (t, 2H), 4.34 (bs, 2H), 5.76 (m, 2H), 6.49 (s, 
2H), 6.54 (d, IH). 
Step C: 

Carboxylic acid 589 (0.2 g, 0.6 mmol), oxalyl chloride (1.4 mL of 2.0 M solution in 
dichloiometbane, 2.8 mmol), DMF (1 drops), and dichloromethane (5 mL), were used to 
according to general procedure V. The resulting acid chloride was dissolved in acetone 
and added dropwise to aniline 595 (0.26 g, 1.2 mmol), acetone (10 mL), sodium 
bicaibonate (0.2 g, 2.4 mmol), and water (1 mL) as in general procedure VI. After 5 d, the 
reaction mixture was concentrated, and the product was purified by flash chromatography 
using 95:5 CH2a2:CH30H as eluant to afford 593 as an orange glass (0.127 g, 38%). 
NMR (DMSO-Jtf, 300 MHz) 5 1.86 (m, 4H), 2.01 (s, 3H), 2,36 (s, 3H), 2.76 (m, 2H), 
3.48 (m, 2H), 3.97 (t, 2H), 4.7 (s. 2H), 5.8 (s. 2H), 6.7 (m, 2H), 7.12 (d, IH), 7.22 (d, IH), 
7.48 (d, IH), 7.65 (dd, IH), 7.94 (d, 2H), 8.99 (s, IH). 



15 Example 245: 




596 

Compound 593 (0. 1 g, 0.2 mmol) was dissolved in dioxane (2 mL) and hydrochloric acid 
(1 mL of a 4M solution in dioxane) was added dropwise. The mixture was allowed to stir 
20 for 2 d and was then concentrated in vacuo to afford 596 as a dark solid (0.071 g, 68%). 
'H NMR (DMSO-</tf, 300 MHz) 6 2.02 (s, 5H), 2.36 (s, 3H), 3.68 (m, 2H), 3.95 (m, 4H), 
4.2 (m, 2H), 4.71 (s, 2H), 5.93 (s, 2H), 6.75 (m, 2H), 7.2 (m, 2H), 7.49 (d, IH), 7.65 (d, 
IH), 7.95 (m, 3H), 9.06 (s, IH), 10,95 (bs, IH), 



25 Example 246: 
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Step A: 




598 

DMF (59 mL, 762 mmol) Was added dropwise to stirred solution of oxalyl chloride (380 
mL of a 2M solution in dichloromethane, 760 mmol) in a 1-L 3 neck lound-bottom flask at 
0 ^'C. After addition was complete, the reaction was stirred for 1 h then allowed to warm 
to rt and stir for an additional 2 h. To the resulting white solid was added 2-aminotoluene- 
S-sulfonic acid (Aldrich, 50 g, 267 mmol) in one portion and the resulting reaction mixture 
was stirred vigorously for an 1 h. The reaction mixture was transferred to a 1-L round- 
bottom flask and concentrated to afford 598 as tan solid (150^4 g, crude product). The 
crude product was carried on without further purification or characterization. 
Step B: 




599 

Compound 598 (10 g, 38 mmol) was added to a solution of 4-aminomoq)holine (Aldrich, 
5 g. 49 mmol) in THF (40 mL) and stirred at rt for 2 d. Water and saturated sodium 
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bicarbonate solution were added and the resulting solution was extracted with ethyl 
acetate. The organic layer was collected, dried over MgS04, filtered, and concentrated in 
vacuo. The product was further purified by flash chromatography using 95:5 
CH2Cl2:CH30H as eiuant to afford 599 as an orange glass (0.53 g, crude product). The 
crude product was used without fiirther purification: 
StepC: 




O H 



600 

Compound 599 (0.53 g, 1.6 mmol), hydrazine dihydrochloride (0.36 g, 3.4 mmol), and 
methanol (30 mL) were combined and stirred overnight at rt The reaction was 
concentrated in vacuo and the product was purified by flash chromatography using 1 : 1 
hexanes.ethyl acetate as eiuant to afford 600 as a white soHd (0.075 g, 3.3%). 'h NMR 
(DMSO.^/5, 300 MHz) 6 2.06 (s, 3H), 2.5 (m, 4H), 3.42 (m, 4H), 5.7 (bs, 2H), 6.62 (d, 
IH). 7.34 (m, 2H), 8.23 (s, IH). 
Step D: 

Carboxylic acid 589 (0.08 g, 0.24 mmol), oxalyl chloride (0.4 mL of 2.0 M solution in 
dichloromethane, 0.8 mmol), DMF (1 drops), and dichloromethane (5 mL), were 
according to general procedure V. The resulting acid chloride was dissolved in acetone 
and added dropwise to amme 600 (0,07 g, 0.26 mmol), acetone (10 mL), potassium 
carbonate (O.l g, 0.72 mmol), and water (1 drop) as in general procedure VL After 1 d, 
the reaction mixture was concentrated, suspended in dichloromethane, filtered, then 
fiirther purified by flash chromatography and TLC prep plate using 98:2 and 95:5 
CH2a2:CH30H as eiuant respectively ,to afford and off-white solid. The resulting solid 
was further triturated in dichloromethane and filtered to afford 597 as a white solid (0.014 
g, 10%). NMR (CDCI3, 300 MHz) 5 2.34 (s, 3H), 2,50 (s. 3H), 2.66 (m. 4H), 3.64 (m, 
4H), 4.74 (s, 2H). 5.26 (s, IH), 7.08 (d. IH), 7.35 (d, IH), 7.59 (dd, IH), 7.72 (s, IH). 7.85 
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(m, 4H), 8.19 (d, IH), 8.69 (s, IH); LC-MS (AP^ m/z 583 (M+H)^ LC-MS (APT) m/z 581 
(M-H)\ 




Step A: 



NC 





? 0 






CN 


CI 



602 



Compound 623 (0.5 g, 1.2 mmol), copper (I) cyanide (Aldrich, 0,55 g, 6.1 mmol), pyridine 
(4 niL, 49.5 mmol), and DMF (15 mL) were combined in a pressure tube equipped with a 
stir bar, nitrogen on demand, and a reflux condenser. The mixture was allowed to stir at 
reflux temperature for 4 d. The mixture was cooled, diethyl ether (150 mL) was added, the 
resulting suspension was filtered through celite and washed with diethyl ether (3 X 150 
mL). The filtrate was washed with 2:1 watenconcentrated ammonium hydroxide, 
saturated ammonium chloride, and saturated sodium bicarbonate. The organic layer was 
collected, dried over MgS04. filtered, and concentrated in vacuo. The product was further 
purified by flash chromatography using 4:1 hexanes:CH2Cl2 as eluant to afford 602 as an 
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off-white soUd (0.13 g, 35%). 'H NMR pMSO-rf^j, 300 MHz) 5 3.65 (s, 3H), 7,25 (d, 
IH). 7.48 (d, IH), 7.66 (dd, IH), 8.4 (d, 2H), 8.71 (s, IH); GC-MS (Ef) mJz 296 (M)\ 
StepB: 




CN a 

603 



Anisole derivative 602 (0.125 g, 0.42 mmol), dichloromethane (10 mL), and boron 
tribiomide (0.44 mL of a 1 M solution in dichloromethane) were combined as described in 
general procedure DC. The reaction was stirred at -78 for 1 h and was then allowed to 
warm to rt and stir for an additional 1 h. Water (50 mL) was added to the solution and the 
resulting mixture was stirred vigorously for 15 min, after which time it was added to a 

« 

separatory fimneL The organic layer was collected, dried over MgS04, filtered, and 
concentrated in vacuo to give 603 as a yellow glass (0.12 g, 99%). *H NMR (DMSO-d^, 
300 MHz) 6 7 (d, IH), 7.45 (d, IH), 7.52 (dd, IH), 8.42 (d, 2H), 8.7 (m, IH); GC-MS 
(Ef) m/z 282 (M)^ 
Step C: 

Compound 603 (0.13 g, 0.46 nunol), potassium carbonate (0.12 g, 0.87 mmol), compound 
470 (0.146 g, 0.42 mmol), and acetone (5 mL) were combined in a round-bottom flask and 
stirred at rt overnight Water (20 mL) was added and the suspension was filtered and the 
resulting solids were washed with diethyl ether and air dried to afford 601 as an off-white 
solid (0.212 g, 98%). *HNMR(DMSO-£/^, 300MHz)6 2.19 (s,3H), 4.82 (s,2H), 7.24 
(m, 3H), 7.51-7.74 (m, 3H), 8.5 (d, 2H), 8.69 (m, IH), 9.5 (s, IH); LC-MS (AP^ m/z 508 
(M+H)% LC-MS (APO m/z 506 (M-H)\ 

Example 248: 
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Step A: 




605 



3-Methyl-4-nitrophenol (Aldrich, 5.0 g, 33 mmol), 3-bromopropyl phthalimide (8.8 g , 33 
nimol), CS2GO3 (16.1 g, 5.0 mmol), and anhydrous DMF (60 mL) were added to a round 
bottom flask and heated to 55 °C for 2 h. The reaction was then allowed to cool to rt and 
was poured into a mixture of Et20 and water. The resulting solid was filtered, washed 
with water and Et20, and allowed to dry in a vacuum oven at 45 for 12-16 h to provide 
60S (9.5 g, 85 %) as a tan solid: 'H NMR (DMSCW^, 300 MHz) 8 8.03 (m, IH), 7.87 (m, 
4H), 6.87 (m, 2H), 4.16 (t, 2H), 3.79 (t, 2H), 2.51 (s, 3H), 2.1 1 (m, 2H). 

Step B: 




606 

Into a round bottom flask equipped with a stir bar, reflux condenser, and nitrogen on 
demand were added 60S (3.0 g, 8.8 mmol), hydrazine hydrate (1.6 mL, 1.7 g, 53 mmol). 
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and absolute ethanol (50 mL). The reaction was heated to reflux and allowed to stir for 4 
h, after which time the reaction mixture was allowed to cool to rt and stir for an additional 
48-60 h. The resulting heterogenous mixture was filtered and the filtrate was concentrated 
undo- reduced pressure. The resulting solid was washed with CH2CI2, filtered and 
dissolved in ethyl ac^te. The organic layer was washed with water, dried over MgS04, 
filtered and the solvents were r^oved under reduced pressure to provide 606 (1 . 1 g, 59%) 
as a yellow oil: *H NMR (DMSO-rftf, 400 MHz) 6 7.99 (d, IH), 6.97 (d, IH), 6.91 (dd, 
IH), 4. 10 (t, 2H), 2.63 (t, 2H), 2.49 (s, 3H), 1 .77 (m. 2H). 

Step C: 




607 

Into a round bottom flask equipped with a stir bar and nitrogen on demand were added 606 
(0,3 g, 1.43 mmol), anhydrous THF (5 mL), and trimetfiylsilyl isocyanate (0.21 mL, 0,18 
g, 1.57 mmol). The mixture was allowed to stir at rt for 3 h, after which time water (ImL) 
was added to the heterogeneous solution. The mixture was concentrated under reduced 
pressure and the resulting residue was washed with a mixture of ethyl acetate and Et20, 
filtered, and dried to afiford 607 (0.273 g, 75%) as a pale yellow solid: 'H NMR (DMSO- 
d6, 400 MHz) 8 8.00 (d, IH), 6.97 (d, IH), 6.90 (dd, IH), 5.97 (t, IH), 5.35 (bs, 2H), 4.04 
(t, 2H), 3.05 (m, 2H), 2.44 (s, 3H), 1 .77 (m, 2H). 
Step D: 




608 

to a flask equipped with a stir bar were added 607 (0.055 g, 0.22 mmol), ethanol (8 mL), 
and palladium on carbon (0.006 g of 10% Pd/C, 10% by weight). The vessel was placed 
on a hydrogenation apparatus at 40 p.s.i. When judged to be complete, the reaction 
mixture was filtered through celite and the solvents were removed under reduced pressure 
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to provide 608 (0.045 g, 92%) as a white solid: 'H NMR (DMSO-rf^, 400 MHz) 6 6.51 (s, 
IH), 6.46 (m, 2H), 5.92 (t. IH), 5.33 (bs, 2H), 4.30 (bs, 2H), 3.75 (t, 2H). 3.03 (m, 2H), 
1.96 (s, 3H), 1.67(in.2H). 
Step £: 

Acid 71 (0.17 g, 0-45 mmol), oxalyl chloride (0.25 mL of a 2 M solution in CH2CI2, 
0.50 mmol), N, N-dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according 
to general procedure V. The resulting acid chloride, aniline 608 (0.95 g, 0.43 mmol), 
NaHCOj (0.19 g, 2.3 mmol), acetone (5 mL), and water (1 mL) were used according to 
general procedure VI. The resulting solid was washed with Et20, filtered, and dried in 
vacuo at 50 °C to affonl 604 (0.1 15 g mg, 44 %) as a ^rfiite soKd: MS (ES+) m/z 581 (M*); 
*H NMR (DMS0-rf5, 300 MHz) 6 9.10 (s, IH), 8.01 (d, IH), 7.86 (m, 2H), 7.67 (dd, IH), 
7.54 (d. IH). 7.22 (d, IH), 7.08 (d, IH), 6.75 (d, IH), 6.69 (dd. IH), 5.98 (t, IH), 5.37 (bs, 
2H), 4.70 (s, 2H), 3.91 (t, 2H), 3,08 (q, 2H), 1.99 (s, 3H), 1,76 (m, 2H). 

< 

Example 249: 




CN CI 

609 



Step A: 

Acid 129 (0. 14 g, 0.45 mmol), oxalyl chloride (0.25 mL of a 2 M solution in CH2CI2, 0.50 mmol), N, 
dimetbylfoimamide (I drop), and CH2CI2 (7 mL) were used according to general procedure V. The resulting 
acid chloride, aniline 608 (0.095 g, 0.43 mmol), NaHCOj (0. 19 g, 2.3 mmol), acetone (5 mL), and water (1 
mL) were used according to general procedure VI. The resulting residue was treated with EtiO and a solid 
precipitated. The solid was purified by flash chromatography using 5%T4eOH:CH2a2 to afford 609 (0,01 5 
g. 6%) as a white solid: 'H NMR (DMSCW^. 400 MHz) 5 9.01 (s, IHX 8.13 (s. IH), 8.03 (m, 2H), 7.63 (m, 
2H). 7.47 (d, IH), 7.18 (d, IH), 7.07 (d, IH), 6.72 (d, IH). 6.65 (dd, IH). 5.94 (m. IH). 5.34 (bs, 2H), 4.65 
(s, 2H), 3.87 (t, 2H), 3.03 (m, 2H), 1.95 (s, 3H). 1.76 (m. 2H). 

Example 250; 
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Step A: 




To a round bottom flask equipped with a stir bar and nitrogen on demand were added 
5-fluon>-2-mtrotoluene (1.0 g, 6.45 mmol), di(ethylene glycol) methyl ether (0.77 mL, 
0.77 g, 6.45 mmol), anhydrous DMF (20 mL), and K2CO3 (1,8 g, 12,9 mmol). The 
reaction mixture was heated to 80 ""C and allowed to stir for 16-18 h, after which time 
additional di(ethylene glycol) methyl etfier (1.15 mL, 1.16 g , 9.67 mmol) was added. The 
reaction was heated to 130 ""C and allowed to stir for 16-18 h. When judged to be 
complete, the reaction was allowed to cool to rt and was poured into ethyl acetate and 
water. The organic layer was washed with 5% NaOH aqueous solution, dried over 
MgS04, filtered and the solvents were removed under reduced pressure to afford 611 (1 .07 
g, 65%) as a yellow oil: 'H NMR (DMS0-d6, 300 MHz) 5 8.06 (d, IH), 7.08 (d, IH), 7.01 
(dd, IH), 4.24 (t, 2H), 3.78 (t, 2H), 3.60 (m, 2H), 3.48 (m, 2H), 3.27 (s, 3H), 2.57 (s. 3H). 
Step B: 




To a flask equipped witii a stir bar were added 61 1 (0.36 g, 1.4 mmol), ethanol (10 mL), 
and palladium on charcoal (0.036 g of 10% Pd/C, 10% by weight). The vessel was placed 
on a hydrbgenation apparatus at 43 p.s.i for 2 h, after which time the reaction mixture was 
filtered through celite. To the filtrate were added IN HCl and ethyl acetate. The layers 
were separated and the pH of the aqueous layer was adjusted using saturated NaHCOa . 



r 1 
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The aqueous layer was extracted with ethyl acetate, dried over MgSO 4, filtered and the 
solvents were removed under reduced pressure to provide 612 (0.18 g, 57%) as a yellow 
oil: NMR (DMSO^ 400 MHz) 5 6.52 (s, IH), 6.46 (s, IH), 4,32 (bs, 2H), 3.86 (t, 
2H), 3.60 (m, 2H), 3.50 (m, 2H), 3.39 (m. 2H). 3.19 (s, 3H), 1.96 (s. 3H). 
5 Step C: 

Acid 71 (0.16 g, 0.42 nrniol), oxalyl chloride (0.04 mL, 0.058 g, 0.46 nunol), N, N- 
dimethylfonnamide (1 drop), and CH2CI2 (7 mL) were used according to general 
procedure V. The resulting acid chloride, aniline 612 (0.09 g, 0,40 nunol), NaHCOa 
(0.176 g, 2,1 mmol), acetone (7 mL), and wat^ (1 mL) were used according to general 
10 procedure VI. The resulting residue was treated with diethyl ether to afford 610 (0.061 g, 
25%) as a white solid: MS (ES+) 584 (M^; *H NMR (DMSCWtf, 400 MHz) 5 9.06 (s, 
IH), 7.97 (d, IH), 7.82 (m, 2H), 7.63 (dd, IH), 7.49 (d, IH), 7.18 (d, IH), 7.05 (d, IH), 
6.73 (s, IH), 6.66 (dd, IH), 4.66 (s, 2H), 3.98 (t, 2H), 3.65 (t, 2H), 3.52 (m, 2H), 3.40 (m, 
2H), 3.19 (s, 3H), 1.95 (s, 3H). 

15 

Example 251: 




CN a 

613 



Step A: 

20 Acid 496 (0.1 g, 03 mmol), oxalyl chloride (0.03 mL, 0.042 g, 0.33 mmol), N, N- 
dimediylfonnaniide (1 drop), and CH2CI2 (7 mL) were used according to general 
procedure V. The resulting acid chloride, aniline 612 (0.065 g, 0.29 mmol), NaHCOa 
(0.126 g, 1.5 mmol), acetone (lOmL), and water (0.5 mL) were used according to general 
procedure VI. The product was purified by flash chromatography using 2% 

25 MeOHiCHiCh as eluant and then rechromatographed using 1 : 1 hexanes:ethyl acetate as 
eluant Upon standing, cry st^s formed in the collected fiactions. The crystals were 
collected and dried to afford 613 (0.012 g, 7 %) a pink crystalline solid: 'H NMR (DMSO- 
rftf, 400 MHz) 8 9.08 (s, IH), 8.09 (d, IH), 7.99 (s, IH), 7.87 (d, IH), 7,63 (dd, IH), 7.48 
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(d, IH), 7.17 (d, IH), 7.08 (d, IH), 6.74 (d, IH), 6.67 (dd, IH), 4.67 (s, 2H), 3.99 (t, 2H), 
3.65 (t, 2H), 3.51 (m, 2H), 3.40 (m, 2H), 3.19 (s, 3H), 1.95 (s, 3H). 

Example 252: 




614 

Acid 589 (0.138 g, 0.42 mmol), oxalyl chloride (0.04 mL, 0.058 g, 0.46 mmol). N, N- 
dimethylfonnamide (1 drop), and GH2CI2 (7 mL) were used according to general 
procedure V. The resulting acid chloride, aniHne 612 (0.09 g, 0.40 nunol), NaHCOj 
(0.176 g, 2.1 mmol), acetone (7 mL), and water (1 mL) were used according to general 
procedure VI. The product was purified by flash chromatography using 1:1 hexanes: ethyl 
acetate as eluant and subsequently treated with £t20 to afford 614 (0.048 g, 21%) as a 
beige solid: MS (ES+) m/z 537 (IVT); *H NMR (DMSO-rf& 400 MHz) 5 8.95 (s, IH), 
7.92 (s, IH), 7.86 (m, 2H), 7.61 (dd , IH), 7.45 (d, IH), 7.18 (d, IH), 7.08 (d, IH), 6.74 (s, 
IH), 6.67 (m, IH), 4.66 (s, 2H). 3.99 (t, 2H), 3.65 (t. 2H), 3.51 (q, 2H), 3.40 (q, 2H), 3.19 
(s, 3H), 2.3 l(s, 3H), 1.96 (s, 3H). 
Example 253; 




615 

Step A: 
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a 

616 



To a round bottom flask equipped with a reflux condenser, stir bar, and nitrogen on 
demand WCTe placed 44 (0.45 g, 1.44 mmol), copper (I) cyanide (0.32 g, 3.6 mmol), and 
anhydrous DMF (20 mL). The reaction mixture was heated to reflux and allowed to stir 
for 3 h, Wh«i judged to be complete, the reaction was allowed to cool to rt and was 
poured into ethyl acetate and water. The resulting emulsion was filtered, the organic layer 
was collected, washed with brine, dried overNa2S04, filtered and concentrated under 
reduced pressure to afford 616 (0.2 g, 54%) as a yellow solid: *H NMR (DMSO-rf^ 400 
MHz) 5 10.59 (s, IH), 9.17 (d, IH), 9.00 (d, IH), 8.54 (m , IH), 7.48 (dd, IH), 7.43 (d, 
IFO, 6.95 (d, IH). 
Step B: 

A mixture of 616 (0,20 g, 0.77 mmol), 470 (0.237 g, 0.77 mmol), potassium carbonate 
(0.213 g, 1.5 mmol), and sodium iodide (230 mg, 1.54 mmol) in 8 mL of acetone was 
warmed to reflux for 6 h. When judged to be complete, the reaction was allowed to cool 
to rt and was poured into EtOAc and water. The organic layer was collected, dried over 
MgS04, filtered, and the solvents were removed under reduced pressure. The residue was 
treated with Et20 and the resulting solid was filtered and recrystallized fiom CH3CN to 
provide 615 (8 mg, 3%): 'H NMR (DMSOrf^ 300 MHz) 5 9.48 (s, IH), 9.20 (d, IH), 
9.13 (d, 2H), 8,64 (t, IH), 7.64 (m, 5H), 7.25 (m, 3H), 4.81 (s, 2H), 2.17 (s, 3H). 

Example 254: 




SO2NH2 
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Step A: 




CH, 

618 



2- Chloro-6-methylisomcotinic acid (1 g, 5.8 mmol), CHiCh (20 mL), oxalyl chloride 
(0.56 mL, 0.8 g, 6.4 mmol), and NJ^-dimethylformamide (1 drop) were used according to 
general procedure V to afford 618 (l.lg, >99%) as a puiple oil. The product was used in 
the next stq> without further purification. 
Step B: 




CH3 



619 

Acid chloride 618 (1.1 g, 5.8 mmol), N,0-dimethylhydroxylamine hydrochloride (1.1 g, 
11.6 mmol), Et3N(1.6mL, 1.2 g, 1 1 .6 mmol), and CHCI3 (50 mL) were used according to 
general procedure VII to provide 619 (1.3 g, >99%) as a purple oil. The product was used 
in the next step* without further purification: 'H NMR (DMSO-J^* 300 MHz) 5 7.42 (s, 
IH), 7,38 (s, 1H), 3.54 (s, 3H), 3.24 (s, 3H). 
Step C: 




CH3 CI 
620 



Amide 619 (1.3 g, 5.8 mmol), n-butyllithiura (4 mL of a 1.6 M solution in hexanes, 6.4 
mmol), 2-bromo-4-chloroanisole (0,8 mL, 1 .3 g, 5.8 mmol), and diethyl ether (25 mL) 

* 

were used according to general procedure VIII. The product was purified by flash 
chromatography using 3:2 hexanesrethyl acetate as eluant to afford 620 (0,2 g, 12%) as a 
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pale yellow soUd: NMR (DMSO-J^, 300 MHz) 5 7.67 (dd, IH), 7.50 (d, IH), 7.42 (s, 
IH), 7.38 (s, IH), 7.24 (d, IH), 3.65 (s, 3H), 2.51 (s, 3H). 
Step D: 



O OH 




CH3 CI 

621 



Anisole 620 (0.2 g, 0.68 mmol), BBrj (1.4 mL of a 1.0 M solution in CH2CI2, 1.4 mmol), 
and CH2CI2 (5 mL) were used according to general procedure DC to afford 621 (0.163 g, 
85%) as a yellow solid The product was used without further purification: *H NMR 
(DMSO-rftf, 400 MHz) 5 10.56 (s, IH), 7.47 (dd, IH), 7.41 (s, IH), 7.38 (m, 2H), 6.93 (d, 
IH), 2.47 (s, 3H). 
Step E: 

A mixture of 621 (0.08 g, 0.28 mmol), 470 (0.086 g, 0.28 mmol), and potassium 
carbonate (0.077 g, 0.56 mmol) in 10 mL of acetone was warmed to reflux for 1.5 h. 
When judged to be complete, the reaction was allowed to cool to rt and was poured into 
EtOAc and water. The organic layer was collected, dried over MgS04, filtered, and the 
solvents were removed under reduced pressure. The residue was treated with MeOH and 
the resulting solid was filtered to provide 617 (0.007 g, 5%): MS (ES+) m/z 508 (M*); ^H 
NMR (DMSO-rfd, 400 MHz) 6 9.38 (s. IH), 7.64 (m. IH), 7.61 (s, IH), 7.56 (s, 2H), 7.50 
(m, 2H), 7.45 (s, IH), 7.20 (m, 3H), 4.75 (s, 2H), 2.42 (s, 3H), 2.13 (s, 3H). 

Example 255; 




Br a 

622 

Step A: 
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O OMe 




Br a 

623 



A solution of l,3,5-tribromoben2ene (3.0 g, 9.53 mmol) in 50 mL of ether was cooled to - 
78 **C in a dry ice/acetone bath. n-Butyllithium (4.2 mL of a 2.5 M solution in hexanes, 
10.5 mmol) was added dropwise over 10 min. The resulting mixture was stirred at -78 °C 
for an additional 10 min, then 183 (2.0 g, 9.53 mmol) was added in small portions over 10 
min. The reaction mixture was lifted from the cold bath, allowed to wann to rt and 
continue stirring for 1.5 h. The mixture was poured into water and extracted with EtaO. 
The organic layers were collected, dried over MgS04, filtered, and concentrated in vacuo. 
The resulting orange residue was treated with MeOH, filtered and dried to provide 623 
(2.03 g, 53%) as a yellow solid: *H NMR PMSO-J^ 400 MHz) 6 8. 12 (m, IH), 7.71 (m, 
2H), 7.60 (dd, IH), 7.43 (d, IH), 7.20 (d, IH), 3.63 (s, 3H). 
Step B: 



O OH 




Br a 
624 



Anisole 623 (0.2 g, 0.49 mmol), BBrj (1 mL of a 1.0 M solution in CH2CI2, 1 mmol), and 
CH2CI2 (8 mL) were used according to general procedure IX to afford 624 (0.176 g, 92%) 
as a yellow solid. The product was used without further purification: 'H NMR (DMSO 
de. 400 MHz) 5 10.46 (s, IH), 8.10 (m, IH), 7.74 (m, 2H), 7.43 (dd, IH), 7.35 (d, IH), 
6.93 (d, IH). 
StepC: 

A mixture of 624 (0.12 g, 0.31 mmol), 470 (0.095 g, 0.31 mmol), potassium carbonate 
(0.086 g, 0.62 mmol), sodium iodide (0.093 g, 0.62 mmol) and 10 mL of acetone were 
wamied to reflux for 12-16 h. When judged to be complete, the reaction was allowed to 
cool to rt and was poured into EtOAc and water. The organic layer was collected, dried 
over MgS04, filtered, and the solvents were removed under reduced pressure. The residue 
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was treated with EijO and the resultmg solid was filtered and dried to provide 622 (0.04 g, 
21%) as a yellow soUd: NMR (DMSO-de. 00 MHz) 6 9.35 (s, IH), 8.07 (t, IH), 7.83 
(m, 2H), 7.60 (m, 4H), 7.47 (d, IH), 7.20 (m. 3H), 4.77 (s, 2H), 2.14 (s, 3H). 

Example 256; 

CH3 




H 



SO2NHCH3 



625 



Step A: 




SOjNHCHj 



626 

Into a round bottom flask equipped with a stir bar and gas dispersion tube was added 
sulfonyl chloride 464 (1 1.5 g, 0.046 mol) and THF (250 mL) and the mixture was cooled 
to 0 Methylamine gas was bubbled through the reaction mixture for 0.5 h, after which 
time, the mixture was poured into EtOAc and water. The pH of the aqueous layer was 
adjusted to 7 using concentratd HCI. The organic layer was collected, dried over MgS04, 
filtered and the solvoits were removed under reduced pressure. The resulting orange 
residue was treated with EtaO, filtered and dried to provide 626 (5.32 g, 48%): 'h NMR 
(DMSO'de, 300 MHz) 5 9.46 (s, IH), 7.80 (d, IH), 7.58 (m. 2H). 7.34 (m, IH), 2.41 (d, 
3H), 2.32 (s, 3H), 2. 13 (s, 3H) 



Step B: 
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Into a round bottom flask equipped with a stir bar, reflux condCTser, and nitrogen on 
demand were placed 626 (6.2 g, 0.026 mol), ethanol (250 mL), and 1.5 N (75 mL). The 
mixture was warmed to reflux and allowed to stir for 6 h. When judged to be compile, 
the reaction was allowed to cool to rt and was poured into a cold solution of saturated 
NaHCOa. The mixture was extracted with several portions of EtOAc and the organic layer 
was dried over MgS04, filtered and concentrated under reduced pressure to provide 627 
(3.6 g, 69%) as a yellow solid: NMR (DMSO-d^, 400 MHz) 8 7.23 (m, 2H), 6.82 (m, 
IH), 6.59 (d, IH), 5.62 (bs. 2H). 2.26 (d, 3H), 2.03 (s, 3H). 
Step C: 

Acid 71 (0.237 g, 0.63 mmol), oxalyl chloride (0.35 mL of a 2 M solution in CH2CI2, 
0.69 mmol), N, N-dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according 
to general procedure V to afford the acid chloride. The acid chloride, aniline 627 (0.12 g, 
0.60 mmol), NaHCOs (0.264 g, 3.2 mmol), acetone (7 mL), and water (1 mL) were used 
according to general procedure VI. The resulting residue was treated with Et20 and 
filtered to afford 625 (0.1 58 g, 45%) as a white solid: MS (ES+) m/z 558 (M^; NMR 
(DMSO^& 400 MHz) 5 9.38 (s, IH), 7.97 (d, IH), 7.84 (m, 2H), 7.62 (m, 2H), 7.55 (m, 
IH), 7.50 (m, 2H), 7.30 (m, IH). 7.19 (d, IH), 4.77 (s, 2H), 2.34 (d, 3H), 2.13 (s, 3H). 

Example 257; 




a 

628 



Step A: 




629 
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Into a round bottom flask equipped with a stir bar, reflux condenser and nitrogen on 
demand was added 2-aminotoIuene-S-sulfonic acid (10 g, 0.053 mol), CH2CI2 (120 mL), 
Na2C03 (22.3 g, 0.21 mol) as a solution in water (120 mL), and the benzyl biomide (14.3 
mL, 20.5 g, 0. 12 mol). The reaction mixture was warmed to reflux and allowed to stir for 
72 h. WhCT judged to be complete, EtOH was added to the reaction mixture and the 
solvents were removed under reduced pressure to afford 629 (27.4 g, >100%) as a brown 
oil The product was used in the next step without fiirther purification. 
StepB: 



(BnLN 




so2a 



630 

Into a round bottom flask equipped with a stir bar and nitrogen on demand were added 629 
(20.6 g, 0.053 mol) and anhydrous DMF (200 mL). The mixture was cooled to 0 and 
thionyl chloride (11.7 mL, 19.0 g, 0.16 mol) was added dropwise over 15 min, after which 
time the reaction mixture was allowed to warm to rt and stir for an additional 2 h. When 
judged to be complete, the mixture was poured into ice water and was allowed to stir for 
30 min. The aqueous mixture was extracted with EtOAc and the organic layer was dried 
over Na2S04, filtered and concentrated under reduced pressure to afford 630 (5.0 g, 24%). 
The product was used without further purificatioiL 
Step C: 



CH3 



631 

Dimethylamine (1 1.6 mL of a 5.6 M solution in EtOH, 0.065 mol) was placed in a round 
bottom flask equipped with a stir bar and nitrogen on demand, and cooled to 0 °C. 
Sulfonyl chloride 630 (5.0 g, 0.013 mol) was added portion-wise over 10 min and the 
reaction mixture was allowed to stir at 0 ""C for 30 min. When judged to be complete, the 
reaction mixture was poured into water and extracted with EtOAc. The organic layer was 
collected, dried over MgS04, filtered and concentrated under reduced pressure. The 
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product was filtered through a pad of silica gel using CH2CI2 as eluant and the filtrate 
concentrated under reduced pressure to afford 631 (1.0 g, 20%) as a yellow oil: NMR 
(DMSO-rf^ 400 MHz) 6 7.47 (d, IH), 7.22 (m, 1 IH), 7.05 (d, IH), 4.13 (s, 4H), 2.48 (s, 
6H), 2.44 (s, 3H). 

Step D: 



S02N(CH3)2 

632 

To a plastic-coated reaction vessel equipped with a stir bar, was added 631 (0.330 g, 0.85 
mmol), toluene (10 mL), and palladium on charcoal (50 mg of 10% by weight Pd/C). The 
vessel was placed on a hydrogenation apparatus at 40 p.s.i. When the reaction was judged 
to be complete, it was filtered through celite and the filtrate was washed with saturated 
NaHC03 and water. TThe organic layer was collected, dried over MgS04, filtered and the 
solvents were removed under reduced pressure to provide 632 (120 mg, 67%) as a beige 
soUd: *H NMR (DMSO-d^ 400 MHz) 5 7.19 (m. 2H), 6.64 (d, IH), 5.74 (bs, 2H), 2.44 (s, 
6H), 2.04 (s, 3H). 
Step £: 

Acid 71 (0.222 g, 0.59 mmol), oxalyl chloride (0.32 mL of a 2 M solution in CH2CI2, 
0.65 mmol), N, N-dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according 
to genwal procedure V. The resulting acid chloride, aniline 632 (0.12 g, 0.56 mmol), 
NaHCOa (248 mg, 3.0 mmol), acetone (7 mL), and water (1 mL) were used according to 
general procedure VI. The resulting residue was treated with Et20 and filtered to afford 
628 (0. 142 g, 42%) as a white solid: MS (ES+) m/z 572 (M^); *H NMR (DMSO-rf^, 400 
MHz) 8 9,37 (s, IH), 7.96 (d, IH), 7.83 (m, 2H), 7.73 (d, IH), 7.62 (dd, IH), 7.50 (m, 3H), 
7.19 (d, IH), 4.78 (s, 2H), 2.53 (s, 6H), 2.17 (s, 3H). 

Example 258: 
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Br a 



SO2NH2 



633 



Step A: 




N(CH3)0CH. 



634 

Picolinic acid (3 g, 0.015 mol), CH2CI2 (50 mL), oxalyl chloride (1 .5 mL, 2.2 g, 0.017 
molX and N,N-dim^ylformamide (4-5 drops) were used according to general procedure 
V. The resulting acid chloride, N,0-dimethylhydroxylamine hydrochloride (2.9 g, 0,03 
mol), EtaN (4.2 mL, 3.0 g, 0.03 mol), and CHCI3 (50 mL) were used according to general 
procedure VII to provide 634 (3.7 g, >99%) as a yellow oil. The product was used without 
further purification: *H NMR (DMSO-rf^s, 400 MHz) 6 7.83 (m, IH), 7.72 (m, IH), 7.59 (d, 
IH), 3.61 (s, 3H), 3.21 (s, 3H). 
Step B: 



OMe 




635 

Amide 634 (3.7 g, 0.015 mol), n-butyllithium (6.4 mL of a 2.5 M solution in hexanes, 
0.016 mol), 2-bromo-4-chloroanisole (2.1 mL, 3.3 g, 0.015 mol), and anhydrous diethyl 
ether (20 mL) were used according to general procedure Vm. The product was purified 
by flash chromatogr^hy using 9:1 hexanes:ethyl acetate as eluant and subsequently 
recrystallized firom MeOH to afford 635 (2.25 g, 46%) as a white solid: NMR (DMSO- 
400 MHz) 5 7.90 (m, 3H), 7.55 (dd, IH), 7.44 (d, IH), 7.17 (d, IH), 3.58 (s, 3H). 
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Step C: 



O OH 




Br 



636 

Anisole 635 (0.227 g, 0.85 nunol), BBrj (1.7 mL of a 1.0 M solution in CH2CI2. 1.7 
mmol), and CH2CI2 (15 mL) were used according to general procedure IX to afford 636 
(0.069 g, 26%) as a yellow solid. The product was used in the next step without further 
purification: 'H NMR (DMSO-rf^, 400 MHz) 6 10.40 (s, IH), 7.88 (ra, 3H), 7.43 (m, 2H), 
6.99 (d. IH). 
Step D: 

A mixture of 636 (0.07 g, 0.22 nunol), 482 (0.081 g, 0.23 nunol), potassium carbonate 

« * 

(0.061 g, 0.44 mmol) in 10 mL of acetone was heated to reflux. When the reaction was 
judged to be complete, it was allowed to cool to rt and was poured into EtOAc and water. 
The organic layer was collected, dried over MgS04, filtered, and the solvents were 
removed under reduced pressure. The resulting solid was washed with warm CH3CN, 
filtered and dried to provide 633 (0.027 g, 23%) as a white sohd: MS (ES+) m/z 540 
(M-HH); NMR (DMSO-^/d, 400 MHz) 6 9.23 (s, IH), 7.88 (m, 3H), 7.56 (m, 5H), 7.23 
(m, 3H), 4.66 (s, 2H), 2.09 (s, 3H). 

Example 259; 




637 

Step A: 



wo 01/17982 



PCT/EP00/(»487 



372 
O OMe 

CN CI . 

638 

Into a round bottom flask equipped with a stir bar, nitrogen on demand, and a reflux 
condenser were added 635 (0.750 g, 2.3 mmol), sodium cyanide (0.225 g, 4.6 mmol), 
copper (I) iodide (0.078 g, 0.41 mmol), and acetonitrile (10 mL). A stream of nitrogen 
was bubbled through the reaction mixture for 5 min, after which time tetrakis- 
(triphenylphosphine)palladium (1.0 g, 0.89 mmol) was added and the mixture was heated 
to reflux for 2 h. The reaction mixture was allowed to cool to rt and poured into EtOAc 
and water. The organic layer was collected, dried over MgS04, filtered, and concentrated 
under reduced pressure. The orange residue was treated with Et20 and the resulting solid 
was filtered and dried to provide 638 (321 mg, 51%) as a pale yellow solid: *H NMR 
(DMSa^/tf. 300 MHz) 8 8.23 (m, 3H), 7.63 (dd, IH), 7.51 (d, IH), 7.22 (d, IH), 3.59 (s, 
3H). 
Step B: 



O OH 




CN CI 



639 

Anisole 638 (0.32 g, 1.17 mmol), BBra (2.3 mLof a 1.0 M solution in GH2CI2, 2.3 mmol), 
and CH2CI2 (15 mL) were used according to genial procedure DC. The resulting residue 
was recrystallized fi-om MeOH to afford 639 (0.046 g, 15%) as an orange solid: 'H NMR 
(DMSarftf, 400 MHz) 5 10.39 (s, IH), 8.20 (m, 3H), 7.45 (m, 2H), 6.90 (d, IH). 
Step C: 

A mixture of 639 (0.045 g, 0.17 mmol), 482 (0.064 g, 0,18 mmol), potassium 
carbonate (0.047 g, 0.34 mmol) in 10 mL of acetone was heated to reflux. When the 
reaction was judged to be complete, the mixture was allowed to cool to rt and was poured 
into EtOAc and water. The organic layer was collected, dried over MgS04, filtered, and 
the solvents were removed under reduced pressure. The resulting solid was recrystallized 
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fiDin CH3CN, filtered and dried to provide 637 (19 mg, 23%) as a pale yellow solid: MS 
(ES) m/z 484 (M*), 483 (M-H) ; NMR (DMSO-rf^, 400 MHz) 6 9.3 1 (s, IH), 8.20 (m 
3H), 7.57 (m, 5H), 7.20 (m, 3H), 4.64 (s, 2H), 2.10 (s, 3H). 

Example 260; 



Step A: 




641 

To a round bottom flask equipped with a stir bar and nitrogen on demand were added 
copper (H) broitiide (5,36 g, 0.024 mol) and CH3CN (100 mL). The reaction mixture was 
cooled to 0 °C and t-butyl nitrite (3.8 mL, 33 g, 0.032 mol) was added dropwise over 15 
min. 2-aniino-5-bromobenzotrifluoride (5 g, 0.021 mol) was added dropwise over 15 min 
and the resulting mixture was allowed to continue stirring at 0 **C for 1.5 The mixture was 
tljen allowed to wann to RT and stir for an additional 16-18 h. When judged to be 
complete, the mixture was concentrated to 14 the original volume, was poured into IN HCl 
and extracted with Et20. The organic layer was collected and concentrated under reduced 
pressure to afford 641 (5.5 g, 86 %) as a yellow oil: *H NMR (DMSO-rf<j, 400 MHz) 6 
7.96 (s, IH), 7.78 (m, 2H). 
Step B: 




a 



642 
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A solution of 641 (5.5 g, 18 mmol) in 60 mL of ether was cooled to -78 "^C in a dry 
ice/acetone bath. n-Butyllithiiim (9.2 mL of 2.5 M solution in hexanes, 23 mmol) was 
added dropwise over 10 min. The resulting mixture was stirred at -78 **C for an additional 
10 min, then 183 (3.8 g, 18 mmol) was added in small portions over 10 min. The reaction 
mixture was allowed to wanm to it and continue stirring for 2 h and was poured into water 
and extracted with EtOAc. The organic layer was collected, dried over MgS04. filtered, 
and concentrated under reduced. pressure. The product was purified by flash 
chromatography using 2% EtOAc in hexanes as eluant to provide 642 (1.7 g, 24%) as a 
yellow oil: 'H NMR (DMSO-rf^, 400 MHz) 5 8.03 (d, IH), 7.88 (m, IH), 7.65 (dd, IH), 
7.60 (d, IH), 7.36 (d, IH), 7.16 (d, IH), 3.47 (s, 3H). 

Step C: 




a 

643 



Anisole 642 (0.5 g, 1.27 mmol), BBrj (2.5 mL of a LO M solution in CH2CI2, 2.5 mmol), 
and CH2CI2 (10 mL) were used according to general procedure IX to afford 643 (0.4 g, 
83%) as a yellow oil. *H NMR (DMSO-rftf. 400 MHz) 5 10.71 (s, IH), 8.03 (s, IH), 7.92 
(d, IH), 7.50 (m, 3H), 6.90 (d, IH). 

Step D: 

A mixture of 643 (0.400 g, 1.05 mmol), 470 (0.322 g, 1.05 mmol), potassium 
carbonate (0.290 g, 2.1 mmol) and sodium iodide (0.315 g, 2.1 mmol) in 15 mL of acetone 
was warmed to reflux and allowed to stir for 16 h. When the reaction was judged to be 
complete, the mixture was allowed to cool to rt and was poured into EtOAc and water. 
The organic layer was collected, dried over MgS04, filtered, and the solvents were 
removed under reduced pressure. The resulting residue was purified by flash 
chromatography using 3% MeOH/CH2Cl2 as eluant to provide a yellow solid. The solid 
was recrystallized ftom CH3CN, filtered and dried to provide 640 (1 6 mg, 3%) as a white 
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solid: 'H NMR (DMSOrf^ 400 MHz) S 9.31 (s, IH), 8.01 (s. IH), 7.90 (d, 2H), 7.66 ( 
5H), 7.47 (d. IH), 7.24 (m, 3H). 4.67 (s, 2H), 2.23 (s, 3H). 

Example 261 : 



Step A: 




a 

645 



Into a round bottom flask equipped with a stir bar, nitrogen on demand, and a reflux 
condensCT were added 642 (0.250 g, 0.64 itimol), sodium cyanide (0.063 g, 1.3 mmol), 
copper (I) iodide (0.023 g, 0.12 mmol), and acetonitrile (10 mL). A stream of nitrogen 
was bubbled through the reaction mixture for 5 min., after which time tetialds- 
(triphenylphosphine)palIadium (0.086 g, Q.08 mmol) was added and the mixture was 
heated to reflux for 6 h. The reaction mixture was allowed to cool to rt and resulting 
precipitate was filtered. The precipitate was dissolved in EtOAc and washed with water. 
The organic layer was collected, filtered through a pad of celite, dried over MgS04, 
filtered, and concentrated under reduced pressure to provide an orange residue. The 
residue was treated with EtiO, filtered and dried to afford 645 (57 mg, 26%) as a white 
solid: *H NMR (DMSO-J^ 300 MHz) 5 8.27 (s, IH), 8,16 (d, IH). 7.71 (dd, IH), 7.64 (d, 
IH), 7.56 (d, IH), 7.22 (d, IH). 3.54 (s, 3H). 
Step B: 
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a 

646 



Anisole 645 (0.126 g, 0.37 mmol), BBr3 (0.74 mL of a 1.0 M solution in CH2CI2, 0.74 
mmol), and CH2CI2 (15 mL) were used according to general procedure IX. The resulting 
residue was treated with Et20 and filtered to afford 646 (0.077 g, 64%) as a pale yellow 
solid. NMR (DMSO-rf^ 400 MHz) 6 10.80 (s, IH), 8.25 (s, IH), 8.16 (d, IH). 7.64 (d, 
IH), 7.55 (dd, IH), 7.45 (d, IH), 6.95 (d, IH). 

Step C: 

A mixture of 646 (0.077 g, 0.24 mmol), 482 (0.089 g, 0.25 mmol), potassium 
carbonate (0.066 g, O.48 imnol) in 10 mL of acetone was heated to reflux. When the 
reaction was judged to be complete, it was allowed to cool to rt and was poured into 
EtOAc and water. The organic layer was collected, dried over MgS04, filtered, and the 
solvents were r^noved under reduced pressure. The resulting residue was treated with 
Et20 to provide a yellow solid. The solid was reciystallized fi-om CHjCN, filtered and 
dried to provide 644 (1 1 mg, 3%) as a pale yellow solid: 'H NMR (DMSO-J^ 400 MHz) 
6 9.31 (s, IH), 8.18 (s, IH), 8.05 (d, IH), 7.64 (m, 6H), 7.23 (m, 3H), 4.69 (s, 2H), 2.17 (s, 
3H). 

Example 262; 




CN a 

647 

Step A: 



■ 



4 
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T 




1 


CN 


CI 




648 



Phenol 477 (0.345 g, 1.2 mmol), K2CO3 (0.326 g, 2.4 mmol), ethyl bromoacetate (0.14 
mL, 0.207 g, L3 mmol) and acetone (10 mL) were used according to general procedure II 
to provide 648 as an orange oil (0.46 g, >99%). The product was without further 
purification:. NMR (DMSO-rf^. 400 MHz) 5 8.28 (t, IH), 8.04 (d. IH), 7.98 (t, IH), 
7.58 (dd, IH), 7.47 (d, IH), 7.11(d, IH), 4.73 (s, 2H), 4.07 (m, 2H), 1.11 (m, 3H). 
Step B: 

-OH 




CN 

10 649 

Ester 648 (0.46 g, 1.2 mmol), THF (4 mL), water (1 mL), EtOH (1 mL) and LiOH (0.128 
3.1 mmol) were used according to general procedure ni to afford 649 (0.25 g, 60 %) as 

a yellow foam. The product was used without further purification: *H NMR (DMSOh/^, 

400 MHz) 8 13.1 (bs, IH), 8.27 (s, IH), 8.06 (s, IH), 8.00 (s, IH), 7.57 (dd, IH), 7.45 (d, 
15 IH), 7.08 (d, IH), 4.63 (s, 2H), 4.07 (m, 2H), 1.1 1 (m, 3H). 

StepC: 

Acid 649 (0.120 g, 0.34 mmol), oxalyl chloride (0.04 mL, 0.06 g, 0.48 mmol), N, N- 
dimethylformamide (1 drop), and CH2CI2 (7 mL) were used according to general 
procedure V. The resulting acid chloride, aniline 490 (0.064 g, 0.34 mmol), NaHCOj 

20 (0.14 g, 1.7 mmol), acetone (7 mL), and water (1 mL) were used according to general 
procedure VI. The resulting residue purified by flash chromatography using 3% MeOH: 
CH2CI2 as eluant to afford 647 (0.01 g, 6 %) as a pale yellow solid: MS (ES+) m/z 519 
(M^): 'H NMR (400 MHz, DMSD-d<i) 6 9.72 (s. IH), 8.66 (s, IH), 8.26 (s, IH), 8.12 (s, 
IH), 8.04 (s, IH), 7.75 (d, IH), 7.62 (dd, IH), 7.50 (d, IH), 7.34 (s, 2H), 7.20 (d, IH), 4.81 

25 (s, 2H), 2.20 (s, 3H) ppm. 
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Example 263: 




CN a 

650 



Acid 649 (O.lg, 0.3 mmol) was converted to the acid chloride by general procedure V, and 
coupled with 5-amino-6-methyI-2-pyridinesulfonamide (0.06g, 0.33 mmol, 1.1 eq.) as 
outlined in Step E for the synthesis of compound 503 in example 206 to give 650. LCMS 
(ES ^ 520 m+l/z. NMR (DMSO-J5) 5 9,65 (br s, IH, NH), 8.3( s, IH. Ar), 8.1 (m, 
2H, Ar), 8.0 (s, IH, Ar), 7.7 (d, IH, Ar), 7.6 (dd,lH, Ar), 7.5 (d, IH, Ar). 7.32 (bs, 2H, 
NH2), 7.2 (d,lH, Ar), 4.8 (s, 2H, CH2), 2.3 (s, 3H, CH3). 
Example 264: 




CF3 a 

651 

Step A: 




652 

4-(3-Bromo-propoxy)-2-methyl-l -nitrobenzene (1 g, 3.6 mmol) and 1 ,2,4-triazole 
(Aldrich, 0.25 g, 3.6 mmol) were used in the same maimer as to prepare compound 139. 
Compound 652 (0,45 g, 48%) was obtained as an oil. 'H NMR (DMSO-rf^j, 400 MHz) S 
2.4 (br s, 4H), 2.45 (s, 3H), 4.1 (t, 2H), 6.9 (dd, IH), 6.92 (d, IH), 7.9 (d, 2H), 8 (d, IH). 
Step B: 
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653 

Compound 652 was used in the same manner as that to prepare compoimd 140. Aniline 
653 was obtained as an oil (0.33 g, 84%). The compound was used without further 
purification. 
Step C: 

Acid 71 (0.26 g, 0.7 mmol), oxalyl chloride (0.09 mL, 1 mmol), DMF (1 drop), and 
CH2CI2 were used according to general procedure V to afford the desired acid chloride. 
The acid chloride, aniline 653 (0.16 g, 0.7 mmol), NaHCOj (0.3 g, 3 mmol), acetone (8 
mL), and water (0.3 mL) were used according to general procedure VI. Flash colimm 
chromatography of the crude product on siUca gel with 2% methanol in CH2GI2 afforded 
651 (0.05 g, 12%) as a white solid. NMR (DMSO-rftf, 400 MHz) 8 1 .9 (s, 3H), 2.1-2.2 
(m, 2H), 3.8 (t, 2H), 4.3 (t, 2H), 4.66 (s, 2H), 6.6 (dd, IH), 6.7 (d, IH), 7.03 (d, IH), 7.2 
(d, IH), 7.5 (d, IH), 7,6 (dd, IH), 7.8-7.82 (m, 2H), 7.9 (s, IH), 8 (d, IH), 8.5 (s, IH). 9.02 
(s. IH). 



Example 265; 




- 654 

Acid 49 (0.14 g, 0.4 mmol), oxalyl chloride (0.2 mL, 2 mmol), DMF (1 drop), and CH2CI2 
were used according to general procedure V. The resulting acid chloride, aniline 653 (0.1 
g, 0.4 mmol), NaHCOa (0.17 g, 1.7 mmol), acetone (5 mL), and water (0.1 mL) were used 
according to general procedure VI. Flash column chromatography of the crude product on 
silica gel with 2% methanol in CH2CI2 resulted in 654 (0.04 g, 1 8%) as a white solid. *H 
NMR (DMSO-rf<^ 400 MHz) 6 1 .9 (s, 3H), 2. 1-2.2 (m, 2H), 3.8 (t, 2H), 4.3 (t, 2H), 4.7 (s. 
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2H), 6.6 (dd, IH), 6.7 (d, IH), 7.08 (d, IH), 7.2 (d, IH), 7.3-7.4 (m, 2H), 7.42-7.6 (m, 3H), 
7.9 (s, IH), 8.5 (s. IH), 9 (s, IH). 
Example 266; 




CF, a 

655 



Acid 71 (1.4 g, 3.6 mmolX thionyl chloride<1.3 mL, 18 mmol), DMF (I drop), and 
CH2CI2 were used according to general procedure V to afford the desired acid diloride. 
The acid chloride, aniline 595 (0.84 g, 3.6 mmol), NaHC03 (1.36 g, 16 mmol), acetone 
(50 mL), and water (1 inL) were used according to general procedure VI. Flash column 
chiomatogr^hy of the crude product on silica gel with 5% methanol in CH2CI2 afforded 
655 (0.53 g, 25%) as a solid. 'H NMR (DMSO-J^, 400 MHz) 8 1.7-1 .8 (m, 2H), 1.95 (s, 
3H), 2.6-2.7 (m, 2H), 3,4 (br s, 4H), 3.9 (t, 2H), 4.66 (s, 2H), 5.7 (s, 2H), 6.6 (dd, IH), 6.7 
(d, IH), 7.0 (d, IH). 7.2 (d, IH), 7.5 (d, IH), 7.6 (dd, IH). 7.8-7.82 (m, 2H), 8 (d, IH), 
9.02 (s, IH). 

Example 267; 




CF, a 

656 

Step A; 
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4^3-Bromo-propoxy>2-methyM -nitrobenzene (1 g, 3.6 mmol) and thiazoUdine (Aldrich, 
0.34 mL, 4.3 nunol) were used in the same manner as to prepare compound 139. 
Compound 657 (0.45 g, 48%) was obtained as an oil and was used wthout fiirther 
purification, 
step B: 

The nitio group of 657 (1 g, 3.5 nimol) was reduced under catalytic conditions (H2, 10% 
Pd/C in EtOH). Add 71 (1.3 g; 3.5 mmol), thionyl chloride (1.3 mL, 18 mmol), DMF (I 
drop), and CW2CI2 were used according to general procedure V to afford the desired acid 
chloride. The resultant crude aniline, acid chloride, NaHCOj (1.4 g, 16 mmol), acetone 
(50 mL), and water (I mL) were used according to general procedure VI. Flash column 
(Aromatogr^hy of the crude product on siUca gel with EtOAc:hexane (7:3) resulted in 
656 (0.14 g, 7%) as a wWte solid. 'H NMR (DMSO-de, 300 MHz) 5 1.7-1.8 (m, 2H), 2 (s, 
3H). 2.4 (t. 2H), 2.8 (t. 2H), 3 (t, 2H), 3.9-4 (m, 5H), 4.7 (s, IH). 6.6 (dd. IH). 6.7 (d, IH), 
7.0 (d, IH). 7.2 (d. IH), 7.5 (d, IH). 7.6 (dd, IH), 7.8-7.82 (m, 2H), 8 (d, IH). 9.02 (s. 
IH). 




659 
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To a solution of copper (II) bromide (5.36 g, 24 mmol) in acetonitrile (100 ml) at 0 was 
added t-butyl nitrite (3.8 ml, 32 mmol) dropwise, and then 3-amino-S- 
bromobenzotrifluoride (5 g, 21 mmol) dropwise. The mixture was stirred at 0 for 1,5 h, 
then at room temperature for 16 h. The mixture was then concentrated to half of its 
original volume in vacuo, and then poured into IN HCl (120 ml). This mixture was 
extracted with etho- (100 mL). The organic layer was washed with IN HCI. dried 
(Na2S04), filtered, concentrated in vacuo (Note: product is fairly volatile, and should not 
be exposed to high vacuum for extended periods of time) to give 659 as a brown oil (5. 12 
g), which was us^ as is without further purification. NMR (CDGU, 400MHz) 5 7.82 
(s, IH), 7.67 (s, 2H). 
Section B: 




CI 

660 



659 (5,12 g), A^methyl-iV-methoxy-2-methoxy-5-chlorobenzamide (3.6 g, 16.8 mmol), 
and n-butyllithium (8.76 ml of 2.7M solution in heptane) were treated according to the 
procedure outlined in Part A of Example 2 to give 660 (3.36 g), which was used as is 
without further purification. 'H NMR (CDCI3, 400MHz) 5 8.02 (s, IH), 7.89 (d, 2H), 7.46 
(dd, IH), 7.38 (d, IH), 6.92 (d, IH), 3,66 (s, 3H). 

Section C: 




CN a 
661 
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660 (3.36 g, 8.55 nunol), sodium cyanide (838 mg, 1 7 mmol), copper (I) iodide (325 mg, 
1.7 mmol), and tetrakis(triphenyIphospine)palladium (0) (987 mg, 0.86 mmol) were used 
according to General Procedure A to give 661 (1.35 g) after silica gel purification (10% 
ethyl acetate/hexanes). 'H NMR (CDCI3, 400MHz) 5 8.19 (s, IH), 8.13 (s, IH), 8.04 
(s,lH), 7.50 (dd, IH), 7.43 (d, IH), 6.94 (IH), 3.65 (s, 3H). 
Section D: 

O OH 




CN CI 
662 



661 (1.35 g, 3.98 mmol) was treated according to the procedure for the synthesis of 
compound 4 to give 662 (1 .29 g, >99%) as a yellow oil, which was used without further 
purification. NMR (CDCI3, 300MHz) 5 1 1.49 (s, IH), 8.20-8.16 (m, 3H), 7.59 (dd, 
IH), 7.38 (d,lH), 7.15 (d,lH). 

StepE: 

662 (487 mg, 1.5 mmol) and 470 were treated according to Step D in Example 197 to 
give a crude product which was purified by silica gel chromatography (8:1:1 CH2Cl2/ethyl 
acetate/methanol) and triturated with ether to give 658 (315 mg) as an off-white solid. *H 
NMR (DMSO-d^, 400MHz) 5 9.41 (s, IH), 8.56 (s, IH), 8.45 (s, IH), 8.27 (s, IH). 7.66- 
7.52 (m. 5H), 7.19 (m, 3H), 4.76 (s, 2H), 2.12 (s, 3H); MS(ES-): m/z 550 (M-H)*. 

Example 269: 




663 

Step A: 
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A mixture of 3-methoxythiophene (1.14 g, 10 mmol), aluminum chloride (2.67 g, 20 
mmol), and benzoyl chloride (1.16 mL, 10 mmol) in 50 mL of methylene chloride was 
heated to reflux for 20 h. The reaction mixture was Qiea poured over ice and stirred at 
room temperature for 5 h» after which the aqueous layer was separated and extracted with 
20 mL of CH2CI2. The combined organic layers were then dried over MgS04» filtered and 
concentrated in vacuo to give 1.897 g of orange oil. Purification by flash chromatography 
using 5-7% EtOAc/hexane as eluant gave 664 (0.823 g, 40%) as a yellow crystalline solid: 



NMR (CDCl3,.400 MHz) 5 12.35 (s, 1 H), 7.92 (dd, 2 H), 7.56-7.46 (m, 4 H), 6.83 (d, 
IH). 
Step B: 



A solution of ^?-toluidme (2.67 mL, 25 mol) and pyridine (2.2 mL, 27.5 mmol) in 200 mL 
of chloroform was cooled to 0 °C in an ice bath. Bromoacetyl bromide (2.4 mL, 27.5 
mmol) was added dropwise over 7 min, and the resulting mixture was allowed to slowly 
warm to rt and stirred for 24 h. The reaction mixture was then poured into 150 mL of 
water. The aqueous layer was separated and extracted with 100 mL of CH2CI2. The 
combined organic layers were dried over MgS04, filtered and concentrated in vacuo to 
give 665 (5.86 g, quantitative): IsfMR (CDCI3, 400 MHz) 5 8.10 (br s, 1 H). 7.81 (d, 
IH), 7.20-7.17 (m, 2 H), 7.10-7.06 (m, 1 H), 4.04 (s, 2 H), 2.27 (s, 3 H). 

Step C: 

A mixture of 664 (0.204 g, 1.0 mmol), 665 (0.235 g, 1.03 mmol), and potassium carbonate 
(0.622 g, 4.5 mmol) in 10 mL of acetone was warmed to reflux for 6 h, then stirred at 

* * 

room temperature an additional 16 h. The reaction mixture was then poured into 30 mL of 




665 
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water and extracted with two 30-mL portions of EtOAc. The combined organic layers 
were dried over MgS04, filtered and concentrated in vacuo to yield 0.448'g of crude 
material. Purification by flash chromatography using 35% EtOAc/hexanes as the eluant 
gave 663 (0.272 g, 77%): MS (ES+) m/z 352 (M+H); *H NMR (CDCI3, 400 MHz) 5 8.53 
5 (br s, 1 H), 7.81-7.79 (m, 2 H), 7.59 (d, 1 H), 7.42-7.38 (m, 3 H), 7.19-7.16 (m, 2 H), 7.10- 
7.07 (m, 1 H), 6.93 (d, 1 H), 4.73 (s. 2 H), 2.19 (s, 3 H). 



Example 270: 




A mixture of 664 (0.218 gi 1.07 mmol), 470 (0.338 g. 1.1 mmol), and potassium carbonate 
(0.622 g, 4.5 mmol) in 10 mL of acetone was warmed to reflux for 5 h. The reaction 
mixture was then poured into 30 mL of water and extracted with 30 mL of EtOAc. The 
pH of the aqueous layer was adjusted to 7 using 3 M HCl, then extracted with 30 mL of 

15 EtOAc. The combined organic layers were filtered to remove yellow solid, dried over 
MgS04, filtered, and concentrated in vacuo to give 0.360 g of crude material. This 
material was suspended in CH2CI2 and acetone and filtered, then suspended in MeOH and 
filtered to give 666 (0.076 g, 17%): MS (ES+) m/z 431 (M+H); *H NMR (CDCI3, 400 
MHz) 6 9.29 (s, 1 H), 7.96 (d, 1 H), 7.77 (d. 2 H), 7.67 (d, 1 H), 7.62 (d, 1 H), 7.58 (dd, 1 

20 H), 7.50 (t, 1 H), 7.43-7.48 (m, 2 H), 7.23 (br s, 2 H), 7.15 (d, 1 H), 4.83 (s, 2 H). 2.16 (s, 
3H). 
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25 



667 



Step A: 




668 

5 A mixture of 3-inethoxythiophene (1 .14 g, 10 mmol), aluminum chloride (2.70 g, 20.2 
mmol), and 3,S-<lifluoTob»[izoyI chloride (1.18 mL, 10 mraol) in 50 mL of methylene 
chloride was heated to reflux for 20 h, then stirred at room tempaiature for 27 h. The 
reaction mixture was then poured over ice and stirred at room temperature for 40 min, 
after which the aqueous layer was separated and extracted with 20 mL of CH2CI2. The 
10 combined organic layers were then dried over MgS04, filtered and concentrated in vacuo 
to give 1,214 g of brown solid. Purification by flash chromatography using 2% 
EtOAc/hexane as eluant gave 668 (0.518 g, 22%) as a yellow solid: 'H NMR (CDCI3, 400 
MHz) 6 12.04 (s, 1 H), 7.57 (d, 1 H), 7.43 (dd, 2 H), 7.02-6.97 (m, 1 H), 6.84 (d, 1 H). 

15 Step B: 

A mixture of 668 (0.192 g, 0.80 mmol), 665 (0.188 g, 0,82 mmol), and potassium 
carbonate (0.498 g, 3.6 mmol) in 10 mL of acetone was wanned to reflux for 6 h. The 
reaction mixture was then poured into 30 mL of water and extracted with two 30-mL 
portions of EtOAc. The combined oiganic layers were dried over MgS04, filtered, and 
20 concentrated in vacuo to give crude material. Purification by flash chromatography using 
35-40% EtOAc/hexane as eluant gave 667 as a yellow solid (0.069 g, 22%): MS (ES+) m/z 
388 (M+H); *H NMR (CDCI3, 400 MHz) S 8.75 (br s, 1 H), 7.74 (d, 1 H), 7.66 (d, 1 H), 
7.36-7.32 (m, 2 H), 7.23-7.21 (m, 2 H), 7.15-7.10 (m, 1 H), 6.99 (d, 1 H), 6.96-6.89 (m, 1 
H), 4.80 (s, 2 H). 2.32 (s, 3 H). 



Example 272: 
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SOjNH^ 



669 

A mixture of 668(0.192 g, 0.80 mmol), 470 (0.252 g, 0.82 mmol), and potassium 
carbonate (0.498 g, 3.6 mmol) in 10 mL of acetone was warmed to reflux for 6 h. The 
reaction mixture was then poured into 30 mL of water and extracted with two 30-mL 
portions of EtOAc. The combined organic layers were dried over MgS04, filtered, and 
concentrated in vacuo to give 0.272 g of crude material. Purification by flash 
chromatography using 35-50% EtOAc/hexane as eluant gave 669 as a yellow soHd (0.103 
g, 28%): MS (ES+) m/z 467 (M+H); 'H NMR (CDQa, 400 MHz) 5 9.47 (br s, 1 H), 8.06 
(d, 1 H), 7.72-7.52 (m, 3 H), 7.50-7.40 (m, 3 H), 7.26 (br s, 2 H), 7,17 (d, 1 H), 4.89 (s, 2 
H), 2.23 (s, 3 H). 



Example 273; 



Step A: 



9 9-^" 





670 



O OH 




671 



A mixture of 3-methoxythiophene (1.14 g, 10 mmol), aluminum chloride (2.78 g, 20.8 
mmol), and 284 (10 mmol) in 50 mL of methylene chloride was heated to reflux for 24 h, 
then stirred at room temperature for 15 h. The reaction mixture was then poured over ice 
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and stirred at room temperature for 1 h, after which the aqueous layer was separated and 
extracted with 35 mL of CH2CI2. Tlie combined organic hyers were dried over MgS04, 
filtered and concoitrated in vacuo to give 2.239 g of brown oil. Purification by flash 
chromatography using 5% £tOAc/hexane as eluant gave 671 (0. 195 g, 9%): *H NMR 
(400 MHz. CDCI3) S 12.04 (s, 1 H), 8.19 (s, 1 H), 8.13 (d, 1 H), 7.83 (d, 1 H), 7.64-7.58 
{m,2H), 6.86 (d,lH). 

StepB: 

A mixture of 671 (0.164 g, 0.72 mmol), 665 (0.168 g, 0.74 mmol), and potassium 
carbonate (0.448 g, 3.24 mmol) in 12 mL of acetone was wanned to reflux for 15 h, then 
stiired at room temperature for an additional 5.5 h. Since the reaction mixture went dry 
overnight, another 10 mL of acetone was added, and the mixture was heated to reflux for 6 
h, then stirred at room temperature overnight. The reaction mixture was poured into 50 
mL of water and extracted- with two 35-mL portions of EtOAc. The combined organic 
layers were dried over MgS04, filtered, and concentrated in vacuo to give 1.251 g of 
brovm oil. Purification by flash chromatography using 30-40% EtOAc/hexane as eluant 
gave 670 as a yellow solid (0.033g, 12%): MS (ES+) m/z 377 (M+H); *H NMR (CDCI3, 
400 MHz) 6 8.63 (br s, 1 H), 8.07 (s, 1 H), 8.01 (d, 1 H), 7.73-7.68 (m, 2 H), 7.65 (d, 1 H), 
7.55 (t, 1 H), 7.20-7.18 (m, 2 H), 7.09 (t, 1 H), 6.97 (d, 1 H), 4.76 (s, 2 H), 2.27 (s, 3 H). 

Example 274: 



Step A: 
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673 

(Reference: Synthesis, 1984, 847). Sulfuiy chloride (2 mL, 25.5 mmol) was added to a 
stirred mixture of methyl 3-methoxy-2-thiophenecarboxylate (Avocado, 4 g, 23.2 mmol) 
in CHCb (40 mL). The reaction mixture was gently stirred for 4-6 h after which it was 
concratrated. The concentrate was dissolved in glacial AcOH and HCl gas was bubbled 
in. The resultant mixture was left standing for 48 h. Following solvent extraction and 
flash column chromatography on silica with CH2CI2, 673 (2.8 g, 58%) was obtained as a 
white soUd NMR (DMSOde, 300 MHz) 5 3.7 (s, 3H), 3.9 (s, 3H), 7.3 (s, IH). 



10 Step B: 



HOjC 




674 

673 (1 g, 4.8 mmol), lithium hydroxide dihydrate (1 gX EtOH (10 mL), and water (10 mL) 
were used according to general procedure HI. Following work-up, 674 (0.59 g, 64%) was 
15 obtained as a light brown solid. NMR (DMSO-^/^j, 300 MHz) 5 3.9 (s, 3IJ), 7.2 (s, IH), 
12.6 (br s, IH). 



Step C: 



Mb- 




20 675 

To a solution of 674 (0.59 g, 3, 1 mmol) in THF (10 mL) was added carbonyl diunidazole 
(0.5 g, 3.1 mmol), N,0-dimethylhydn>xylamine hydrochloride (0.45 g, 4.65 mmol), and a 
catalytic amount of N,N-dimethylaminopyridine. The reaction mixture was stirred at 
room temperature under argon for 24 h. The mixture was then diluted with EtOAc, and 
25 this was washed with water. After drying (MgS04) and solvent removal, the crude 
product was purified by flash column chromatography on silica gel with 5% MeOH in 
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CH2CI2 to give 675 (0.36 g, 49%) as an off-white solid. *H NMR (DMSO-rfff, 300 MHz) 6 
3.1 (s, 3H), 3.7 (s, 3H), 3.9 (s, 3H), 7.2 (s, IH). 

Step D: 




Br 



676 

675 (0,36 g, 1.5 mmoIX 3,5-dibromotoluene (Avocado, 0.34 g, 1.4 mmol), and n- 
butyllithium (1.1 mL, 1.5 mznol of 1.4 M hexane solution) in ether were used according to 
general procedure VIQ. Following work-up and flash column chromatography on silica 
with CH2CI2, 676 (0.3 g, 58%) was obtained as a white solid. *H NMR (DMSO-J5, 300 
MHz) S 2.3 (s, 3H), 3.8 (s) 3H), 7.4 (s, IH), 7.5 (s, IH), 7.6 (s, IH), 7.62 (s, IH). 

Step E: 




Br 



677 

676 (0.3 g, 0.9 mmol), boron tribromide (1.7 mL, 1.7 mmol), and CH2CI2 (10 mL) were 
used according to general procedure DC. 677 (0.26 g, 87%) was obtained as a solid. ^H 
NMR (DMSO-rf^ 400 MHz) 5 2.3 (s, 3H), 6.8 (s, IH), 7.46 (s, IH), 7.6 (s, IH), 7.62 (s, 
IH), 11.6 (s, IH). 

Step F: 

A mixture of 677 (0.26 g, 0.8 mmol), 470 (0.24 g, 0.8 mmol) and potassium carbonate (0.6 
g, 4 mmol) in DMF (10 mL) was stirred for 12 h- Water was added to the reaction 
mixture, which was in turn extracted with EtOAc. The EtOAc extract was further washed 
with water, brine and dried (MgS04). Afto solvent removal, the crude product was 
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subjected to flash column chromatography on silica gel with 5% MeOH in CH2CI2 to give 
an impure 672, which was reciystallized from EtOAc. 672 (0.016 g, 4%) was obtained as 
a white solid. 'H NMR (DMSOrftf, 300 MHz) 5 2.2 (s, 3H), 2.3 (s, 3H), 4.9 (s, 2H), 7.2 
(s, IH), 7.4 (s, IH), 7.5-7.8 (m, 7H), 9.4 (s, IH). 

5 

Example 275 

Inhibition of Viral Replication 
10 L HeLa Ceil Assay 

The HeLa cell assay was performed according to a modifcation of Kimpton J. and 
Emennan M., Detection of replication-competent and pseudotyped human 
inmiunodeficiency virus with a sensitive cell line on the basis of activation of an 

15 integrated p-galactosidase gene, J. ViroL 66:2232-2239 (1992), in which fflV-l infection 
is detected by the activation of an HIV-LTR driven P-galactosidase reporter that is 
integrated into the genome of a CD4^ HeLa cell line. Quantitation of P-galactosidase is 
achieved by measuring the activation of a chemiliuninescent substrate (Tropix). The 
concentration of each compound required to inhibit 50% (IC50) of the HIV-1 induced p- 

20 galactosidase signal, relative to untreated controls, was determined for each isogenic, 
recombinant virus. 

A. Experimental Procedure 

Growth and Maintenance of the CD4-HIV LTR-p-gal HeLa cell line. 

25 

HeLa-CD4-LTR-P-gaI cells wctc obtained from the NIH AIDS Research and 
Reference Reagent Program, Cells were propagated in DMEM containing 10% fetal 
bovine serum, 0.2 mg/ml geneticin and 0.1 mg/ml hygromycin B. Cells were routinely 
spUt by trypsmization when confluency reached 80% (^^proximately every 2 to 3 days). 

30 

B. Construction of HIV-1 reverse transcriptase (RT) mutants 

DNA encoding the HIV-1 reverse transcriptase was subcloned from a M13 phage into 
a general shuttle vector, pBCSK+, as a -1.65 kbp EcoRJ/HindlU ended DNA fragment. 
The HIV DNA insert of the resulting plasmid, pRT2, was completely sequenced on both 
35 strands prior to use in site directed mutagenesis experiments. Specific amino acid 
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replacements were made using Stratagene Quick Change reagrats and mutagenic 
oligonucleotides from Oligos. Following mutagenesis, the entire mutant RT coding 
sequence was verified by sequencing both DNA strands. 

C. Construction of isogenic HTV-l RT mutant virus 

Mutant HIV-1 strains were isolated by a modified Recombinant Virus Assay (Kellam 
P. and Larder B., Recombinant virus assay: a rapid, phenotypic assay for assessment of 
drug susceptibility of human immunodeficiency virus type 1 isolates^ Antimicrobial 
Agents and Chemotherapy. 38:23-30, 1994). 1 X lO^JurkatT-cells (maintained in RPMI 
containing 10% fetal bovine serum, split 1:5 every 5 to 6 days) were co-transfected with 
EcoRI/Hindin digested mutant RT plasmid and Bst Ell-digested HIV-1hxb2artDNA in 
the presence of DMRIE-C transfection reagent (Gibco) according to supplier's 
recommmded protocol. Each mutant RT coding sequence was crossed into the RT-deleted 
HIV-1 viral DNA backbone by in vivo homologous recombination. Transfected cell 
cultures were expanded and mom'tored until syncitia formation and CPE were extensive. 
Virus was harvested by clear spin of the culture supematants and fix>zen at - 80 C as 
primary stock. Recombinant progeny virus was sequenced in the RT region to confirm the 
mutant genotype. Vims stocks were fiuther expanded by infection of Jurkat cells, 
harvested and stored as firozen aliquots. Stocks were titered in HeLa MAGI cells for 
assay. 

D. Titering of virus stocks 

The HIV-1hxb2 mutants were titered in the HeLa NfAGI assay system to determine the 
relative light units (RLU) per ml, a measure of infecti vity relevant for this assay system. 
. Virus stocks wctc diluted in a 2-fold series into DMEM containing 10% fetal bovine 
serum plus 20ug/ml DEAE-dextran and assayed as described in the Experimental Protocol 
section, below. 

E. Experimental Protocol 

96-well microtiter plate(s) (Costar #3598) were seeded with 3X10^ HeLa-CD4-LTR- 
p- gal in lOO^il DMEM containing 10% fetal bovine serum. Plates were placed in a 37 ^C, 
5% CO2 humidified incubator overnight. The following day, mutant virus stocks were 
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thawed in a room temperature water bath and diluted into DNfEM containing 10% fetal 
bovine serum and 20jig/ml DEA£-dextran to achieve an input of 1500 to 2000 RLU/ml. 
All media was removed with an 8 channel manifold aspirator and 35^1 (50 to 70 total 
RLUs) of diluted vims was added to each well for virus adsorption. Plates were placed in a 
37 ^C, 5% CO2 humidified incubator for 1.5 to 2 hours. 

Compound titration plates were prq)ared at 1.35X final concentration during the virus 
adsorption period. Compounds were titrated robotically in a five-fold stepwise manner 
fiom 2.7 fiM (2fiM final) to 1 .35 pM (IpM final). This scheme allows 8 compounds to be 
tested per 96-well plate with 10 dilution points and 2 controls per compound (n=l). 
Compounds were titrated into DMEM containing 10% fetal bovine serum plus 0.135% 
DMSO (0. 1 % final). 100|il of titrated compound was removed fix)m every well of the 
titration plate and added to the virus adsorption plate. Plates were placed in a 37 ^C, 5% 
CO2 humidified incubator.for 72 hours. 

Following incubation, supematants were aspirated fi-om every well as described above 
and 100^1 of phosphate buffered saline was added. The PBS was then aspirated as above 
and 15^1 of lysis buffer (Tropix) was added. Plates were maintained at room temperature 
for 10 minutes during which time the chemiluminescent substrate (Tropix) was diluted 
1:50 into room temperature substrate dilution buffer (Tropix). lOO^il of diluted substrate 
was then added to each well. Plates were incubated at room temperature for 1 to 1.5 hours. 
Following incubation, the chemiluminescence of each well was measured with a Dynatech 
plate reader using the following settings: 

PARAMETER VALUE 

run cycle 

data all 

gain low 

cycles Is 

pause 2s 

rows abcdefgh 

temp room 

stir off 

The output raw data, RLUs, were analyzed by nonlinear regression to determine IC50 
values (see data analysis section below). 
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F. Data Analysis 

Relative light units (RLU) are expressed as % control: 

(RLU at compound [ ] / RLU no compound)* 100 = % Control 

The concentration of compound that inhibits 50% of the signal produced in untreated 
samples (IC50) is determined by the following nonlinear regression model available on the 
ROBOSAGE software package: 

Y = V^^(l-(X7(K' + X°))) 
This equation describes a sigmoidal inhibition curve with a zero baseline. X is inhibitor 
concentration and Y is the response being inhibited. Vmax is the limiting response as X 
2^)proaches zero. As X increases without bound, Y tends toward its lower limit, zero. K is 
the IC50 for the inhibition curve, that is, Y is equal to 50% of V^ax when X K. 

Results in Table 1 are reported as ranges of representative IC50 values. 

n, MT4 Cell Assay 

A. Experimental Procedure 

Antiviral HIV activity and compound-induced cytotoxicity were measured in parallel 
by means of a propidium iodide based procedure in the human T-cell lymphotropic virus 
transfonned cell line MT4. Aliquots of the test compounds were serially diluted in 
medium (RPMI 1640, 10% fetal calf serum (FCS), and gentamycin) in 96- well plates 
(Costar 3598) using a Cetus Pro/Pette. Exponentially growmg MT4 cells were harvested 
and centrifuged at 1000 rpm for 10 min in a Jouan centrifuge (model CR 4 12)! Cell 
pellets were resuspended in fresh medium (RPMI 1640, 20% FCS, 20% IL-2, and 
gratamycin) to a density of 5 x 105 cells/ml. Cell aliquots were infected by the addition of 
HFV-l (strain IIIB) diluted to give a viral multiplicity of infection of 100 x TCID50. A 
similar cell aliquot was diluted with medium to provide a mock-infected control. Cell 
infection was allowed to proceed for 1 hr at 37°C in a tissue culture incubator with 
himiidified 5% CO2 atmosphere. After the 1 hr incubation the virus/cell suspensions were 
diluted 6-fold with fresh medium, and 125 ^1 of the cell suspension was added to each 
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well of the plate containing pre-diluted compound. Plates were then placed in a tissue 
culture incubator with humidified 5% CO2 for 5 days. At the end of the incubation period, 
27 of S% Nonidet-40 was added to each well of the incubation plate. After thorough 
mixing with a Costar multitip pipetter, 60 ^1 of the mixture was transfenred to filter- 
5 bottomed 96-well plates. The plates were analyzed in an automated assay instrument 
(Screen Machine, Idexx Laboratories). The control and standard used was 3'-azido-3 - 
deoxythymidine tested over a concentration range of 0.01 to 1 (iM in every assay. The 
expected range of IC50 values for 3 -azido-3*-deoxythyraidine is 0.04 to 0.12 ^M. The 
assay makes use of a propidium iodide dye to estimate the DNA content of each well. 

10 

B. Analysis 

The antiviral effect of a test compound is reported as an IC50, i.e. the inhibitory 
concentration that would produce a 50% decrease in the HIV-induced cytopathic effect. 

1 is This effect is measured by the amoimt of test compoimd required to restore 50% of the cell 
growth of HIV-infected MT4 cells, compared to uninfected MT4 cell controls. IC50 was 
calculated by RoboSage, Automated Curve Fitting Program, version 5.00, 10-JuH995. 

For each assay plate, the results (relative fluorescence units, rfU) of wells 
containing uninfected cells or infected cells with no compound were averaged, 

20 respectively. For measurements of compound-induced cytotoxic^, results from wells 
containing various compound concentrations and uninfected cells were compared to the 
average of uninfected cells without compound treatment. Percent of cells remaining is 
determined by the following formula: 

Percent of cells remaining - (compound-treated uninfected cells, rfU / untreated 

25 uninfected cells) x 100. 

A level of percent of cells remaining of 79% or less indicates a significant level of 
direct compound-induced cytotoxicity for the compound at that concentration. When this 
condition occurs the results from the compound-treated infected wells at this concentration 
are not included in the calculation of IC50. 

30 For measurements of compound antiviral activity, results from wells containing 
various compound concentrations aiid infected cells are compared to the average of 
uninfected and infected cells without compound treatment. Percent inhibition of virus is 
detemiined by the following formula: 
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Percent inhibition of vims = (l-{(ave. untreated uninfected cells - treated infected 
cells) / (ave. untreated uninfected cells - ave. untreated infected cells)))x 100 
References: 

L Averett, D.R., Anti-HTV compound assessment by two novel high capacity assays, J, 
Virol Methods 23: 263-276, 1989. 

2. Schwartz, O., et al,. A rapid and simple cplorimetric test for the study of anti-HTV 
agents, AIDS Res. and Human Retroviruses 4 (6): 441-447, 1988.. 

3. Daluge, S.M., et a]., 5-chloro-23*-deoxy-3'fluorouridine (935U83), a selective anti- 
human immunodeficiency virus agent with an improved metabolic and toxicological 
profile. Antimicro. Agents and Chemother. 38 (7): 1590-1603, 1994. 

4. Domsife, ILE., et al.. Anti-human immunodeficiency virus synergism by zidovudine 

(3 -azidothymidine) and didanosine (dideoxyinosine) contrasts with the additive inhibition 
of normal human maxxow progenitor cells, Antimicro. Agents and Chemother. 35 (2): 
322-328, 1991. 

Results in Table 1 . are expressed as representative IC50 ranges. 
Table 1 

Compound Number Virus Type IC50 (nM) Range * Assay 



1 


HIV-1 


C 


MT4 




NEV-R 


D 


MT4 


5 


HIV-1 


B 


MT4 




NEV-R 


C 


MT4 


8 


HIV-1 


B 


Mt4 




NEV-R 


C 


MT4 


9 


HIV-1 


B 


MT4 




NEV-R 


C 


MT4 


62 


HlV-l 


A 


MT4 




HIV-2 


D 


Nfr4 




NEV-R 


A 


MT4 




E138K 


A 


HeLa 




G190A 


A 


HeLa 




G190E 


A 


HeLa 




KIOIE 


A 


HeLa 




K103N 


A 


HeLa 




K103N/GI90A 


B 


HeLa 




K103N/L1001 


A 


HeLa 
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10 



15 



K103N/P225H 

K103NA^1081 

KI03N/Y181C 

LlOOl 

P225H 

P236L 

VI06A 

V106A/Y181C 
V1061 

V1061A^181C 
VI 081 

V1081/Y181C 
WTRVA 
Y18IC 
Y188C 



A 
A 
B 
A 
A 
B 
B 
B 
A 
B 
A 
A 
A 
A 
A 



HeU 
HeLa 
HeLa 
HeLa 
HeLa 
HeLa 
HeLa 
HeLa 
HeU 
HeLa 
HeLa 
HeLa 
HeLa 
HeLa 
HeU 



78 



20 



25 



30 



35 



HIV-1 

NEV-R 

E138K 

G190A 

G190E 

KIOIE 

K103N 

K103N/G190A 

K103N/L1001 

KI03N/P225H 

K103NA^1081 

K103N/Y18IC 

LlOOl 

P225H 

P236L 

V106A 

V106AAfl8IC 
VI081 

V1081/Y181C 
WTRVA 
Y18IC 
Y188C 



A 

A 

A 

A 

A 

A 

A 

B 

A 

A 

A 

A 

A 

A 

A 

6 

B 

A 

B 

A 

A 

A 



HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 



40 



79 



45 



103 



fflV-i 

mv.2 

NEV-R 
K103N 

K103NAri81C 

HIV-1 

NEV-R 

K103N 



A 
D 
A 
A 
A 

B 

C 
B 



MT4 

MT4 

MT4 

HeU 

HeU 

MT4 
MT4 
HeU 



50 



120 



55 



HIV-1 

NEV-R 

K103N 

K103N7Y181C 

WTRVA 

YI81C 



B 
B 
B 
C 
B 
B 



MT4 
MT4 
HeU 
HeU 
HeU 
HeU 
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122 



HIV-1 

NEV-R 

K103N 

K103NA^18IC 

V^TRVA 

Y181C 



A 
B 
B 
D 

* 

B 

C 



MT4 
MT4 
HcLa 

HeLa 
HeLa 
HeLa 



10 



239 



15 



20 



25 



30 



HIV-1 

NEV.R 

E138K 

G190A 

G190E 

KIOIE 

K103N 

K103N/G190A 

K103N/L1001 

K103NyP225H 

K103NA^1081 

K103NA^181C 

LlOOl 

P225H 

P236L 

V106A 

V106AAri81C 
V1061 

V1061/Y181C 
V1081 

V1081A^181C 

WTRVA 

Y181C 

Y188C 



A 

A 

A 

A 

A 

A 

A 

B 

A 

A 

A 

B 

A 

A 

A 

B 

C 

A 

A 

A 

A 

A 

A 

A 



35 



MT4 

MT4 

HeLa 

HeLa 

HeU 

HeU 

HeLa 

HeLa 

HeLa 

HeLa 

HeLa 

HeU 

HeLa 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 



257 



40 



45 



50 



55 



HIV-1 

NEV-R 

E138R 

G190A 

G190E 

KlOlE 

K103N 

K103N/G190A 

K103N/L100I 

K103N/P225H 

K103NA^1081 

K103N/Y181C 

LlOOI 

P225H 

P236L 

V106A 

VlOeAA'lSlC 
V1061 

V106IAY181C 
V1081 

V1081A^181C 



A 

A 

A 

A 

A 

A 

A 

B 

A 

A 

A 

A 

A 

A 

A 

B 

B 

A 

B 

A 

A 



MT4 
MT4 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
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WTRVA 

Y181C 

Y188C 



A 
A 
A 



HeLa 
HeU 
HeLa 



338 



iO 



387 



IS 



20 



435 



25 



448 



30 



35 



40 



45 



50 



453 



55 



HIV-1 

NFV^-R 

K103N 

IC103NA^18IC 
WTRVA 

yi8ic 
rav-i 

NEV-R 
K103N 

KI03N/Y181C 

WTRVA 

Y181C 

HlV-1 

NEV-R 
K103N 

KI03NA^181C 

WTRVA 

Y181C 

HIV^l 

HTV-2 

NEV-R 

E138K 

G190A 

G190E 

KIOIE 

K103N 

K103N/G190A 

KI03N/L1001 

KI03N/P225H 

K103NA^1081 

K103NA'181C 

LlOOl 

P225H 

P236L 

V106A 

VlOeAA'lSlC 
V106I 

V106I/Y181C 
V1081 

V1081A^181C 

YI81C 

Y188C 

HTV-l 

NEV-R 

G190A 

KlOlE 

K103N 

K103N/G190A 



A 
B 
B 
C 
A 
B 

A 
B 
A 
B 
A 
B 

A 
B 
A 
C 
A 
B 

A 
D 
A 
A 
A 
A 
A 
A 
B 
A 
A 
A 
B 
A 
A 
B 
B 
B 
A 
B 
A 
A 
A 
A 

A 
A 
A 
A 
A 
B 



MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

MT4 

MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

MT4 

MT4 

HeU 

HeU 

HeU 

HeU 
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10 



15 



491 



20 



25 



30 



K103N/P225H 

K103NA^1081 

K103NA'181C 

LlOOl 

P225H 

P236L 

VI 06 A 

V106AA^181C 
V1061 

V1061/Y181C 
VI081 

yiosimsic 

WTRVA 

Y181C 

Y188C 

HlV-1 
NEV-R 
G190A 
K103N 

K103N/G190A 

K103N/P225H 

K103NA^I081 

K103NA^181C 

LlOOl 

P225H 

P236L 

V106AA^181C 
V1061 

V1061/Y181C 
V1081 

V1081/Y181C 

WTRVA 

YI81C 



35 



A 
A 
A 
A 
A 
B 
C 
B 
A 
B 
C 
A 
A 
A 
A 

A 

A 

A 

A 

B 

A 

A 

A 

A 

A 

A 

A 

A 

B 

A 

A 

A 

A 



HeU 
HeLa 
HeU 
HeLa 
HeLa 
HeLa 
HeLa 
HeLa 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 

MT4 
MT4 

HeU 
HeLa 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 



564 



40 



45 



50 



55 



587 



HIV- 1 
NEV-R 
G190A 
K103N 

iC103N/G190A 

K103N/P225H 

KI03NA^1081 

K103NA^181C 

LlOOl 

P225H 

P236L 

V106AA/181C 
VI06r 

V106IA^I81C 
Vi081A^181C 
WTRVA 
Y181C 

HIV-l 

NEV-R 

G190A 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 

A 
A 

A 



MT4 
MT4 
HeU 
HeU 
HeU 
HeU 
HeU 
HcU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 

MT4 
MT4 
HeU 
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10 



15 



K103N 

K103N/G190A 

K103N/P225H 

K103N/V108I 

KI03N/Y181C 

LIOOI 

P225H 

P236L 

V106AA^181C 
V106I 

VlOOATlSlC 
V108I 

V108I/Y181C 

WTRVA 

Yl8iC 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
B 
A 
A 
A 
A 



HeLa 
HeLa 
HeU 
HeLa 
HeLa 
HeLa 
HcLa 
HeLa 
HeLa 
HeU 
HeLa 
HeLa 
HeLa 
HeLa 
HeU 



475 



20 



25 



30 



HIV-l 
NEV-R 
G190A 
K103N 

K103N/G190A 

K103N/P225H 

Kl03Nm081 

K103NA^181C 

LI 001 

P225H 

P236L 

VI06AA^I81C 
V106I 

V106IA^181C 
VI 081 

V108IA^181C 

WTRVA 

Y181C 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
B 
A 
A 
A 
A 



35 



MT4 
MT4 
HeU 

HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeLa 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 



478 



40 



45 



50 



55 



498 



HIV-1 
NEV-R 
G190A 
K103N 

K103N/G190A 

K103N/P225H 

K103NA^1081 

K103NA'181C 

LIOOI 

P225H 

P236L 

V106A/YI81C 
V106I 

V106IA^181C 
VI 081 

V108IA^181C 

WTRVA 

Y181C 

HIV-1 
NEV-R 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 

A 
A 



MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

MT4 
MT4 
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10 



15 



GI90A 
K103N 

K103N/G190A 

K103N/P225H 

K103NA^1081 

K103NA^181C 

LIOOI 

P225H 

P236L 

V106AA^181C 
V106I 

V106VY181C 
V108I 

V108I/Y181C 

WTRVA 

Y181C 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
B 
A 
A 
A 
A 



HeU 
HeLa 
HeU 
HeLa 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 



593 



20 



25 



30 



35 



HIV-1 
NEV-R 
G190A 
K103N 

KI03N/G190A 

K103N/P225H 

K103NA/^1081 

K103N/Y181C 

LIOOI 

P225H 

P236L 

V106AA^181C 
V106I 

V106IA^181C 
V108I 

V108IA^18IC 

WTRVA 

Y181C 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
B 
A 
A 
A 
A 



MT4 

MT4 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeU 

HeLa 

HeU 

HeU 

HeU 

HeU 

HeU 

HeLa 

HeU 



483 



40 



45 



fflV-l 

NEV-R 

K103N 

V106A/Y181C 
V106I 

V106IA^181C 

WTRVA 

Y181C 



B 
A 
C 
C 
A 
B 
B 
C 



MT4 
MT4 
HeU 
HeU 

HeU 
HeU 
HeU 
HeU 



637 



50 



55 



HIV-1 
NEV-R 
G190A 
K103N 

K103N/G190A 

K103N/P225H 

K103N/V108I 

K103N/yi81C 

LIOOI 

P225H 



A 
A 
A 
A 
A 
A 
A 
A 
A 
A 



MT4 
MT4 

HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
HeU 
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P236L A HeLa 

V106AA^181C A HeLa 

V1061 A HeLa 

V106IA^181C A HcU 

5 VI08inri8lC A HcLa 

WTRVA A HeLa 

Y181C A HeLa 

503 HIV-1 A MT4 

10 NEV-R A MT4 

G190A A HcU 

K103N A HeLa 

K103N/G190A A HeLa 

K103N/P225H A HeLa 

15 K103NA^1081 A HeU 

K103N/Y181C A HeU 

LIOOI A HcU 

P225H A HcU 

F236L A HeU 

20 V106A/Y181C A HeU 

VI 061 A HeU 

V106I/Y181C A HeU 

V108I A HeU 

V108I/YI81C A HeU 

25 WTRVA A HcU 

Y181C A HcU 

601 HIV-1 A MT4 

NEV.R A MT4 

30 K103N A HeU 

WTRVA A HeU 

Y181C A HcU 

V106A A HeU 



35 

* A indicates an IC50 of lOnM or less 
B indicates an ICso between 1 InM and lOOnM 
C indicates an IC50 between lOlnM and l,000nM 
D indicates an ICso between l,000nM and 3,000nM 



• 



WO 01/17982 PCT/EPOO/08487 



404 



CLAIMS 

1. A compound of fonnula (I 



r2 




5 (I) 
wherein: 

XisC, 0,orN; 

is Ci^alkyl; Cs^cycloalkyl; C6.i4aryl which may be optionally substituted with one or 
10 more substituents selected from the group consisting of halogen, Ci^alkyl, 

Ci^alkylainino, alkoxy, C3^cycloalkylC2^alkenyl, C6.i4arylC2^1kenyI, -CN, -NO2, - 
NH2, -SR*, -S(0)2R*, -S(0)R', -S(0)2R^ -C(0)R\ C2-6aikenyl which maybe 
optionally substituted with a substituent selected from the group consisting of hydroxy, 
halogen, aryl, and heterocycle, and C2^alkynyl which may be optionally substituted 
15 with a substituent selected from the group consisting of hydroxy, halogen, aryl, C3. 

6cycloalkyl, and heterocycle; or heterocycle, optionally substituted with one or more 
substituents selected from the group consisting of halogen, Ci-«alkyl, -CN, Ce-uarylCi- 
galky] and heterocycle; 

is Ci^alkyl, optionally substituted with one or more substituents selected from 
20 the group consisting of hydroxy, halogen, -CF3, aryl, and heterocycle; 

R is Cm alkyl> optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, C3.6cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

25 R^ is hydrogen, halogen, or C| ^alky !; 

R^ and R^ are independently hydrogen; hydroxy; heterocycle optionally substituted with 
one or more substituents selected from the group consisting of 0x0, hydroxy, 
hydroxyCi^alkyl, halogen, Ci-^alkyl, -OR* -S(0)2NR*R^ and -SR'^(R*^2; or C^- 
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t4ary] substituted with one or more substituents selected from the group consisting of 
hydroxy, halogen, -CF3, Ci^alkyl, hydroxyCi^alkyl, -CN, -NO2, Ci^alkylamino, 
heterocycleCi^alkyl, -C(0)NH2, -S(0)R', -S(0)2R\ -C{0)R\ -NS(0)2R\ 
.S(0)2NRV , -S(0)2NHR". -S(0)2R'^ -S(0)2NR^C0R*\ -SCOjNHCOR", 
-S(0)2[C0R* \ wherein n is 1, 2, or 3, -OR* ^ . -OR* *0R", -C(0)R' ^ -C(0)NR^ 
-C(OPR". -NR". -NC(0)R* heterocycleCz^kenyl, heterocycle which may be 
optionally substituted with one or more substituents selected from the group consisting 
of 0x0, Ci-salkyl, and C(0)OR* and Ci-salkyl which may be optionally substituted 
with one or more substituents selected from the group consisting of -CN and 
heterocycle, optionally substituted with -C(0)R''; provided that R** and R^ cannot both 
be hydrogen or hydroxy; 

It Q » 

R and R are independently selected from the group consisting of hydrogen, C3. 
6cycloalkyl, Cj^alkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, CN and C6.i4aryl optionally substituted 
with alkoxy, C|.8 alkylamino, C|.8alkylheterocycle, heterocycle, heterocycIeCi^alkyl, 
C3^cycloalkylCi-8alkyl, and C3^cycloalkyl; 

R'^ is Ci^alkyl; 

R" is Ci-galkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydrogen, hydroxy, halogen, Ci-galkyl, C3^cycloalkyl, alkoxy, 

8 O 

-S(0)2NR R , NCONH2, and heterocycle optionally substituted with one or more 
substituents selected from the group consisting of 0x0, hydroxy, and Ci^alkyl; 
heterocycle optionally substituted with heterocycleCi^alkyl; or Ce-uaryl optionally 
substituted with alkoxy; 

R^ is hydrogen, halogen, Ci-galkyl, -NO2, -NH2, Ci^alkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof, 
provided that 

(a) when X is N; R* is Q-uaryl substituted with halogen; R^ and R^ are hydrogen; R^ 
is halogen; R"* cannot be heterocycle substituted with C|.8alkyl; 

(b) when X is C; R^ is hydrogen, halogen or Ci^alkyl; R^ is hydrogen; R'* is CG-uaryl 
substituted with halogen, hydroxy, or Ci^alkyl; R^ is hydrogen, halogen, Ci-salkyl, or 
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alkoxy; then cannot be Ci^alkyl, Cs^cylcoalkyl, or C6.i4aryl substituted with halogen, 
Ci^alkyl, a]koxy» or C6Li4arylC2^Ikenyl; and 

(c) whoi X is C; R is hydrogen or aDcyl, R-* is hydrogen, R is C6.i4aryl substituted 
with halogen, CN, Ci^alkyl, or -NCfe; R^ is hydrogen, -NO2 or NH2, then R' cannot be Cio- 
14 aryl substituted with alkoxy. 

2. A compound of formula (I) according to claim 1 wherein X is O; R' is C6-uaryl 
substituted with one or more substituents selected from the group consisting of halogen, 
-CF3, Ci-«alkyl, -CN, -SR^, -S(0)2R^; or heterocycle, optionally substituted with one or 
more substituents selected from the group consisting of Ci^alkyl, -CN, and C6-i4arylC|. 
salkyl; R^ is Ci^alkyl, optionally substituted with halogen; R^ is C|^ alkyl optionally 
substituted with one or more substituents selected from the group consisting of hydroxy; 
-NH2, or heterocycle; R^ is hydrogen; R^ is hydrogen or Cj-g alkyl; R"* is heterocycle, 
optionally substituted with one or more substituents selected from the group consisting of 
0X0, halogen, Ci^alkyl, -OR^ * and -SR'^(R%. S(0)2NR^R^; or Ce-uaryl substituted with 
one or more substituents selected from the group consisting of hydroxy, halogen, -CFj, C|. 
galkyl, hydroxyCi-galkyl, -CN, -NO2, -C(0)NH2, •S{0)R\ -S(0)2R\ -S(0)2NRV, •0R^\ 
.C(0)NR^*, -C(0)OR^\ -NR' -NC{0)R'^ and heterocycle which may be optionally 
substituted with one or more substituents selected from the group consisting of 0x0, Ci. 
galkyl and heterocycleCi^alkyl; R^and R^ are the same or different and are selected from 
the group consisting of hydrogen, Ci^all^l, Ci-galkylheterocycle, heterocycle, and C3- 
6cycloalkyl; R*^ is C|.galkyl; R" is Ci^alkyl, optionally substituted with -S02NR^R^ and 
R^ is halogen or -N02^ or a pharmaceutically acceptable derivative thereof. 

3. A compound of formula (I) according to claim 1 wherein X is O; R* is C6.i4aryl 
substituted with one or more substituents selected from the group consisting of halogen, 
-CF3, Ci^alkyl, and -CN; R^ and R^ are hydrogen; R"* is Ce-uaryl substituted with one or 
more substituents selected from the group consisting of halogen, Ci^alkyl, -CN, -NO2, 
-S(0)R\ -S(0)2R\ -NS(0)2R^ wherein R^ is -NH2; and R^ is halogen; or a 
pharmaceutically acceptable derivative thereof 
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4. A compound of formula (I) according to claim 1 wherein X is O; R' is C6.i4aiyl which 
may be optionally substituted with one or more substituents selected from the group 
consisting of halogen, Ci-galkyl. CF3. -CN; and R^ are hydrogen; R^ is Ce-uaiyl 
substituted with one or more substituents selected from the group consisting of Ci^galkyl 

5 and S(0)2NR*R^ who-ein R^and R^ are independently selected from the group consisting 
of hydrogm, C3-6cycloalkyI, Chalky 1 optionally substituted with one or more substituents 
selected from the group consisting of 0x0, heterocycle, CN and Ce-uaryl optionally 
substituted with alkoxy, Ci^ alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCi- 
galkyl, Ca-ecycloalkylCi-galkyl, and Ca-scycloalkyL 

10 

5. A compound of formula (T) according to claim 1 wherein R' is C^uaryl substituted 
with one or more substituents selected from the group consisting of halogen, 

-CF3, Ci^alkyl, and -CN; R^ and R^ are hydrogoi; R'* is Co-Maryl substituted with one or 
more substituents selected from the group consisting of halogen, Ci^alkyl, -CN, -NO2, 
15 -S(0)R\ -S(0)2R^ -NS(0)2R\ wherein R^ is -NHz; and R^ is halogen; or a 

phannaceutically acceptable derivative thereof provided that when X is C; R^ and R^ are 
hydrogen; R"* is Ce-naryl substituted with halogen, CN, Ci-galkyl, -NO2; and R^ is 
halogen, then R^ cannot be C^-ioaryl substituted with alkoxy. 

20 6, A compound of formula (lA) 



r2 




(lA) 



25 



wherein: 



Xis C,0,orN; 
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is C6.)4aryl which may be optionally substituted with one or more substituents selected 
from the group consisting of halogen, -CF3, Ci^alkyl, CLgalkylamino, alkoxy, C3- 
6cycloalkylC2^enyl, C6.i4arylC2-6alkenyl, -CN, -NO2, -NH2, -SR^ -S(0)2R^ 
-S(0)R'', -S(0)2R^, -C(0)R^ C2^enyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle and Ci-^alkynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halogen, aryl, C3^cycloalkyl, and 
heterocycle; 

R^ is Ci^alkyl optionally substituted with one or more substituents selected from 
the group consisting of hydroxyl, halogen, -CF3, aryl, and heterocycle; 

R^ is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, C3^cycloallcyl and heterocycle; -NH2; 
or heterocycle; 

R^ is hydrogen, halogen, or Ci-galkyi; 
R is hydrogen; 

R"* is Ce-uaryl substituted with one or more substituients selected from the group consisting 
of hydroxy, halogen, -CF3, Ci^alkyl, hydroxy Ci-galkyl, -CN, -NO2, Ci-galkylamino, 
heterocycleCi-galkyl, .C(0)NH2, -S(0)R^ -S(0)2R^ -C(0)R\ -NS(0)2R\ 
-S(0)2NR^R^ . -S(0)2NHR**, -S(0)2R*\ -S(0)2NR^C0R*', -S(0)2NHC0R^ ^ 
-S(0)2[C0R^ *]n wherein n is 1 , 2, or 3, -OR* ' , -OR* *0R' \ -C(0)R", -C(0)NR' ^ 
-C(0)OR", -MR", -NC(0)R*', heterocycleCa^enyl, heterocycle which may be 
optionally substituted with one or more substituents selected from the group consisting 
of 0x0, Ci-galkyl, and C(0)0R", and Ci^alkyl which may be optionally substituted 
with one or more substituents selected from the group consisting of -CN and 
heterocycle, optionally substituted with -C(0)R"; 

Q n 

R and R are independently selected from the group consisting of hydrogen, C3. 
6cycloalkyl, Ci^alkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, CN and C6.i4aryl optionally substituted 
with alkoxy, Ci-g alkylamino, Ci-galkylheterocycle, heterocycle, heterocycleCi^alkyl, 
C3^cycloalkylCi^alkyl, and Cj^cycloalkyl; 
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R}^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydrogen, hydroxy, halogen, Ci^alkyi, Cs^cycloalkyl, alkoxy, 
-S(0)2NR^R^, NCONH2> and heterocycle optionally substituted with one or more 
substitumts selected from the group consisting of oxo, hydroxy, and Ci^alkyl; 
5 h^erocycle optionally substituted with heterocycleCi^alkyl; or CVuaryl optionally 
substituted with alkoxy; 

is hydrogen, halogen, Ci-galkyl, -NO2, -NH2, Ci-galkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof provided that 

a) when X is C; is hydrogen, halogen or Ci-«alkyl; R^ is hydrogen; R^ is Ce- 
10 Maryl substituted with halogen, hydroxy, or Ci^alkyl; R^ is hydrogen, halogen, Ci- 
galkyl, or alkoxy; then R* cannot be Cu^^Vkyl^ Cj^cycloalkyl, or C6-!4aryl substituted 
with halogen, Ci^alkyl, or Ce-uarylCa-^alkenyl; and 

(b) when X is C; R is hydrogen or alkyl; R is hydrogen; R is C6-i4aryl 
substituted with halogen, CN, alkyl, or -NO2; R^ is hydrogen, -NO2, or NH2, then R* 
15 cannot be C10.14 aryl substituted with alkoxy. 

7. A compound of formula (lA) according to claim 6 wherein X is O; R^ is C6.i4aryl 
substituted with one or more substituents selected from the group consisting of halogen, - 
CF3, Ci-8alkyl, -CN, C2-6alkenyl which may be optionally subistituted with a substituent 

20 selected from the group consisting of hydroxy, halogen, aryl, and heterocycle and C2- 
ealkynyl which may be optionally substituted with a substituent selected from the group 
consisting of hydroxy, halogen, aryl, Cj-ecycloalkyl, and heterocycle; R^ and R^ are 
hydrogen; R"* is C6.i4aryl substituted with one or more substituents selected from the group 
consisting of Ci-galkyl, -S(0)2R^, -S(0)2NRV , -OR** , heterocycleC2^alkenyl, and 

25 heterocycle which may be optionally substituted with 0x0; and R^ is halogen; or a 
pharmaceutically acceptable derivative thereof. 

8. A compound ofcompounds of formula (IB) 

30 
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O 



X 





O 



R 




(IB) 



wherein: 

Xis C,0,orN; 

is C6.i4aryl substituted with one or more substituents selected from the group consisting 
of halogen, -CF3, Ci-galkyi, Ci-galkylamino, alkoxy, Ca-ecycloalkylCi-dalkenyl, 
uarylCa-^alkenyl, -CN. -NO2, -NH2, -SR^ -S(0)2R^ -S(0)R\ -S(0)2R^ -C(0)R\ C2. 
ealkenyl which may be optionally substituted with a substituent selected from the 
group consisting of hydroxy, halogen, aryl, and heterocycle, and C2^alkynyl which 
may be optionally substituted with a substituent selected from the group consisting of 
hydroxy, halogen, aryl, Cs-^cycloalkyl, and heterocycle; 

R^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the groiq) consisting of hydroxy 1, halogen, -GF3, aiyl, and heterocycle; 

R^ is C]^ alky I, optionally substituted with one or more substituents selected from 
the group consisting of hydroxyl, halogen, aryl, C3-6cycIoalkyl and heterocycle; -NH2; 
or heterocycle; 

R^ is hydrogen, halogen, or Ci^alkyl; 
R is hydrogen; 

R^ is heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of 0x0, hydroxy, hydroxyC|-«alkyl, halogen, Ci^aUq^l, -OR^', 
-SR'^(R^\ and .S(0)2NR^R^ 

R and R are independently selected from the group consisting of hydrogen, C3. 
6cycloalkyl, Ci^alkyl optionally substituted with one or more substituents selected 
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finom the group consisting of oxo, heterocycle, CN and C6.i4aryl optionally substituted 
with alkoxy, C|,« alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCi^aDcyl, 
C«cycIoalkylCi-8alkyl, and C3-6cycloalkyl; 
R"^ is Ci^alkyl; 

B}^ is C|.8^Ikyl» optionally substituted with one or more substituents selected fix>m 
the group consisting of hydrogen, hydroxy, halogen, Ci^alkyl, C3^cycloalkyl, alkoxy, 

ft Q 

-S(0)2NR R > NCONH2, and heterocycle optionally substituted witfi one or more 

substituents selected from the groiq> consisting of 0x0, hydroxy, and Ci^alkyl; 

heterocycle optionally substituted with heterocycleCi^alkyl; or C6-]4aryl optionally 

substituted with alkoxy; 
R^ is hydrogen, halogen,Ci^alkyl, -NO2, Ci^alkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof provided that when X is N; R' is C6- 
i4aryl substituted with halogen; R^ and R^ are hydrogen; R^ is halogen; R^ cannot be 
heterocycle substituted with Ci^allgrl. 

9. A compound of formula (IB) according to claim 8 wherein X is O; R* is Ce-naiyl 
substituted with one or more substituents selected from the group consisting of halogen, 
-CF3, and -CN; R^ is hydrogen; R^ is hydrogen; R"^ is heterocycle; and R^ is halogen; or a 
pharmaceutically acceptable derivative thereof. 

10. A compound of formula (IC) 




R 



5 



(IC) 



wherein: 



X is C, O, or N; 
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is heterocycle, optionally substituted with one or more substituehts selected from the 
group consisting of Ct^alkyU halogen, -CN, Ce-uarylCi^alkyl and heterocycle; 

is hydrogen, halogen, or Ci^alkyl; 

5 

is hydrogm; 

R^ is Ce^uaryl substituted with one or more substituents selected from the group consisting 

of hydroxy, halogen, -CF3, Ci-salkyl, hydroxyCi^alkyl, -CN, -NO2, Cugalkylamino, 

heterocycleCi^jalkyl, -C(0)NH2, -S(0)R^ -S(0)2R^ -C(0)R\ 

10 .NS(0)2R^ -S{0)2NR*R^ , -S(0)2NHR^', -S(0)2R^\ -S(0)2NR^C0R^ \ 

-S(0)2NHC0R", -S(0)2[C0R* X wherein n is 1, 2, or 3, -OR' ' , -OR* *0R' ^ 

-C(0)R'^-C(0)NR'^ -C(0)OR'^-NR'^-NC(0)R'^ heterocycleCi^alkenyl, 

heterocycle which may be optionally substituted with one or more substituents selected 

from the group consisting of 0x0, Ci-galkyl, and C(0)0R", and Ci^alkyl which may 

15 be optionally substituted with one or more substituents selected from the group 

1 1 

consisting of -CN and heterocycle, optionally substituted with -C(0)R ; 

R^ is Ci-8 alkyl, optionally substituted with one or more substituents selected froni 
the group consisting of hydroxy, halogen, aryl, Cj^cycloalkyl and heterocycle; -NHi; 
or heterocycle; 

20 R^and R^ are independently selected from the group consisting of hydrogen, C3. 

6cycloallcyI, Ci^alkyl optionally substituted with one or more substituents selected 
from the group consisting of 0x0, heterocycle, CN and Ce-uaiyl optionally substituted 
with alkoxy, Ci^ alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCi^alkyl, 
C3^cycloalky ICi ^alkyl, and C3-6cycloalkyl; 

25 R* ' is Ci^alkyl, optionally substituted with one or more substituents selected from 

the group consisting of hydrogen, Ci-galkyl* alkoxy, -S(0)2NR^R^, -NR^R^, and 
heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of 0x0 and Ct^alkyi; 

30 R^ is hydrogen, halogen, Ci^alkyl, -NO2, -NH2, Ci-galkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof 
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1 1. A compound of fonnula (IQ according to claim 10 wherein X is O; is heterocycle, 
optionally substituted with -CN; and R*' are hydrogen; R^ is C^uaryl substituted with 
one or more substituents selected from the group consisting of Ci^alkyl» 
-S(0)2NR^R^ -OR^ * , and heterocycle which may be optionally substituted with one or 

5 more substitumts selected from the group consisting of oxo; and R^ is halogen; or a 
pharmaceutically acceptable dcdvative thereof 

12. A compound of formula (ID): 




10 

(ID) 

wherein: 

15 

XisC,0,orN; 

R' is heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of Ci-galkyl, halogen, -CN, C6.i4aiylC|^alIcyl and heterocycle; 

20 

R is hydrogen, halogen, or Ci-galkyl; 

R^ and R"* are independently hydrogen; hydroxy; heterocycle optionally substituted with 
one or more substituents selected from the group consisting of oxo, hydroxy, 

25 hydroxyCi-galkyl, halogen, Ci-sallcyl, -OR^ \ -S(0)2NRV, and -SR*^N(R^^)2;.or 

and R^ together with the nitrogen atom to which they are attached form a heterocycle 
which may be optionally substituted with Ce-Haryl, which may be optionally 
substituted with one or more substituents selected from the group consisting of Ci. 
galkyl and -NO2; provided that R"^ and R^ cannot both be hydrogen or hydroxy; 

30 R^and R^ are indepmdently selected from the group consisting of hydrogen, C3. 

6cycloallcyl, Ci-galkyl optionally substituted with one or more substituents selected 
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finom the group consisting of oxo» heterocycle, CN and Ce-uaryl optionally substituted 
with alkoxy. alkylamino, Ci^alkylheterocycle, heterocycle, heterocycleCt^alkyl, 
Ca^cycIoalkylCi^alkyl, and C3^cycloalkyl; 
R'^ is Ci^alkyl; 

5 ' is Ci^alkyl, optionally substituted with one or more substituents selected fix>m 

the group consisting of hydrogen^ Ci^alkyl, -S(0)2NR*R^, and hetm>cycle optionally 
substituted with one or more substituents selected from the group consisting of oxo, 
and Ci^alkyl; 

10 R^ is hydrogen, halogen, Ci-salkyI, -NO2, -NH2, Ci galkylamino, CF3, or alkoxy; 
or a phaimaceutically acceptable derivative thereof. 

13. A compound of formula (ID) according to claim 12 wherein X is O; R* is heterocycle; 
R^andR^ are hydrogen; R"* is heterocycle; and R^ is halogen; or a pharmaceutically 

1 5 acceptable derivative thereof. 

14. A compound according to any of claims 1, 5, 6, 8, 10, or 12 wherein X is O. 

15. A compound of formula (II): 

20 



r2 




(H) 

25 

wherein: 



wo 01/1 7982 PCT/EPOO/08487 



415 



R is C6.i4aiyl which may be optionally substituted with one or more substituents selected 
ftom the group consisting of halogen, -CF3, Ci-saUo^l, Ci^alkylamino, alkoxy, C3. 
ficycloalkylCa^lkenyl, C6-i4arylC2^alkenyl, -CN, -NO2, -NHi, -SR^ -S(0)2R^ 
-S(0)R^ 'S{OhR\ -C(0)R\ Ci^alkenyl which may be optionally substituted with a 
substituoit selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle, and C2^alkynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halogen, aryl, Cj^cycloalkyl, and 
heteiocycle; 

R^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, -CF3, aiyl, and heterocycle; 

R is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, aryl, Ca^cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

R^ is hydrogen, halogen, or d-galkyl; 

R^ and R'* form a heterocycle which may be optionally substituted with Ce-uaiyl, which 
may be optionally substituted with one or more substituents selected from the group 
consisting of Ci^alkyl and -NO2; 

provided that when R* is unsubstituted Ce-uaryl, then R^R"* is substituted. 

R^ is hydrogen, haIogen,Ci^alkyl, -NO2, -NH2,C|-«alkylamino, CF3, or alkoxy; 

or a pharmaceutically acceptable derivative thereof 

16. A compound of formula (II) according to claim 15 wherein R* is C6.i4aryl which is 
substituted with halogen; R^ is hydrogen; R^ and R^ form a heterocycle which may be 
optionally substituted with C6-i4aryI, which may be optionally substituted with one or 
more substituents selected from the group consisting of Ct^alkyl and -NO2; and R^ is 
halogen; or a pharmaceutically accq)table derivative thereof 



■ 

• 



• 

• 
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17. A compound of formuia (m): 



H 




m 

5 wherein: 

is Ce-Hdryl which may be optionally substituted with one or more substituents selected 
finom the group consisting of halogen^ -CF3, Ci^alkyl, Ci^alkylamino, alkoxy, C3- 
ecycloallorlQ^enyl, C6.i4aiylC2-6alkenyl, -CN, -NO2, -NH2, -SR^ -S(0)2R^ 

10 -S(0)R^, -S(0)2R\ -C(0)R\ C24salkenyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aiyl, and 
heterocycle, and C2^alkynyl which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halogen, aryl, Cs^cycloalkyl, and 
heterocycle; or heterpcycle, optionally substituted with one or more substituents 

15 selected from the group consisting of Ci4talkyl, -CN, Cc^MarylCi-galkyl and 
heterocycle; 

R^ is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydroxy, halogen, -CF3, aryl, and heterocycle; 

R^ is C1.8 alkyl, optionally substituted with one or more substituents selected from 
20 the group consisting of hydroxy, halogen, aryl, C3:6cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

R"^ is heterocycle, optionally substituted with one or more substituents selected from the 
group consisting of 0x0, hydroxy, hydroxyCi-galkyl, halogen, Ci^alkyl, -OR^* and 
25 -SR'^(R^^2; or C6.]4aryl substituted with one or more substituents selected from the 
group consisting of hydroxy, halogen, -CF3, Ci^alkyl, hydroxyCi^alkyl, -CN, -NO2, 
C^alkylamino, heterocycleCi-galkyl, .C(0)NH2, -S(0)R\ -S(0)2R\ -C(0)R\ 
-NS(0)2R^ -S{0)2NRV , -or' * , -S(0)2NHR' \ S(0)2R' \ OR* *0R' -C(0)R", 
-C(0)NR'', -C(0)0R'*, -NR*\ -NC(0)R'*, heterocycleC2-6alkenyl, heteiwycle which 
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may be optionally substituted with one or more substituents selected fiom the group 
consisting of oxo, Ci^alkyl, and -C(0)0R", and Ci^alkyl which may be optionally 
substituted with one or more substituents selected from the group consisting of -CN 
and heterocycle, optionally substituted with -C(0)R' 

R and R are independently selected from the group consisting of hydrogen; C3- 
6cycIoalkyI; Ci-galkyI optionally substituted with one or more substituents selected 
from the group consisting of 0x0, h^erocycle, CN and Ce-uaryl optionally substituted 
with alkoxy, Ci-8 alkylamino, C|.8alkylhetmcycle, heterocycle, heterocycleCi-galkyl, 
C3-6cycloalkylC|^alkyl, and C3^cycloalkyl; or-C(0)NH2; 

R'^ is Ci^alkyl; 

R" is Ci^alkyl, optionally substituted with one or more substituents selected from 
the group consisting of hydrogen, Ci.8alkyl, alkoxy, -S(0)2NR^^ -NR^R^ and 
heterocycle, optionally, substituted with one or more substituents selected from the 
group consisting of 0x0 and C|.8aikyl; 

R^ is hydrogen; halogen; Ci^alkyl; •NO2; -NH2; Ci^alkylamino; CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof, 
provided that: 

(a) when R"* is C6.i4aryl substituted with OR^^ wherein R' ' is NR^R^ wherein R* 
and R^ are Ci^alkyl, and R' is C^uaryl, then R' cannot be substituted in the para position, 
and 

(b) R^ and R^ caimot both be unsubstituted. 

18. A compound of formula (LQ) according to claim 17 wherein R* is Ce-MHryl substituted 
with one or more substituents selected from the group consisting of halogen, -CF3, C]. 
galkyl, -CN, -SR^ -S(0)2R*; or heterocycle, optionally substituted with one or more 
substituents selected from the group consisting of Ci^aUcyl, -CN, and C6.i4aiylCi^alkyl; 
R^ is Ci-galkyl, optionally substituted with halogen; R^ is C|^ alkyl, optionally substituted 
with one or more substituents selected from the group consisting of hydroxy, -NH2, or 
heterocycle; R^ is heterocycle, optionally substituted with one or more substituents 
selected from the group consisting of 0x0, halogen, Ci^alkyl, -OR" and -SR'^(R*^2; or 
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C6.i4aryl substituted with one or more substituents selected finom the group consisting of 
hydroxy, -CFa, Ci^alkyl, hydroxyCi^alkyl, -CN, -NO2. -C(0)NH2, -S(0)2R^ - 
S(0)2NRV , -OR** , tC(0)NR*'. -C(0)0R**, -NR". .NC(0)R*\ heterocycle which may 
be optionally substituted with one or more substituents selected from the group consisting 
of 0x0 and Ci-galkyl; R^and R' are the same or different and are selected from the group 
consisting of hydrogen, Ci^alkyl, Ci^alkylheterocycle, heterocycle, and Cj^cycloalkyl; 
R'^ is Ci^alkyl; R" is Cugalkyl, optionally substituted with -S(0)2NR^R^ and R^ is 
halogen or -NO2; or a pharmaceutically acceptable derivative thereof. 

19. A compound of formula (HI) according to claim 17 wh^ein R* is C6.i4aryl substituted 
with one or more substituents selected from the group consisting of halogen, 

-CF3, Ci^alkyl, and -CN; R^ is Ce-uaryl substituted with one or more substituents selected 
from the group consisting of halogen, Ci^alkyl, -CN, -NO2, -S(0)R^ -S(0)2R\ 
-NS(0)2R , wherein R is -NH2; and is halogra; or a pharmaceutically acceptable 

« 

derivative thereof. 

20. A compound according to any of claims 1, 3, 4, 5, 6, 7, 17, 18, or 19 wherein 

R* is phenyl which is substituted in the meta position with one or more substituents 

selected from the group consisting of halogen, -CF3, Ci^alkyl, Ci^alkylamino, alkoxy, 
C3^cycloalkylC2^1kenyl, C6.i4arylC2-6alkeny!, -CN, -NO2, -NH2, -SR^ -S(0)2R^ - 
S(0)R^ -S(0)2R^ -C(0)R\ C2-6alkenyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, and 
heterocycle, and C2-6alkynyI which may be optionally substituted with a substituent 
selected from the group consisting of hydroxy, halogen, aryl, C3-6cycloalkyl, and 
heterocycle; 

R^ is hydrogen; 

R^ is hydrogen; 

R^ is phenyl substituted in the ort/ro position with a substituent selected from the group 
consisting of hydroxy, halogen, -CF3, or Ci-galkyl and substituted at the para position 
with a substituent selected from the group consisting of hydroxy, halogen, -CF3, C|. 
galkyl, hydroxyCi-galkyl, -CN, -NO2, CMalkylamino, heterocycleCi^alkyl, -C(0)NH2, 
-S(0)R', -S(OhR\ -C(0)R\ -NS(0)2R\ -S(0)2NR*R' , -S(0)2NHR", -SO2R", -OR" 



* 
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, -C(0)R", -C(0)NR'', -C(0)OR", -NR'\ -NC(0)R'^ heterocycleCj^lkenyl, 
heterocycle which may be optionally substituted with one or more substituents selected 
from the group consisting of oxo, Ci^aikyl, and C(0)0R' \ and Ci^aikyl which may 
be optionally substituted with one or more substitumts selected from the group 
consisting of -CN and heterocycle, optionally substituted with •C(0)R^ 
R^ is a substituent in the para position relative to X and is selected from the group 
consisting of halogen, CMalkyl, -NO2, -NH2, Ci^alkylamino, CF3, or alkoxy; 
B} ^ is CMdlkyl, optionally substituted with one or more substituents selected from the 
group consisting of hydrogen, CLgalkyl, -S(0)2NR^R^, -NR^R^ and heterocycle, 
optionally substituted with one or more substituents selected from the group consisting of 
0x0 and C].8alkyl; or a phamiaceutically accq)table derivative thereof 



2 1 . A compound of formula (TV) 



15 



20 



25 




30 



wherein: 
XisC,0,orN; 

Y is heterocycle optionally substituted with one or more substituents selected from the 
group consisting of halogen, Ci^alkyl, -NO2, -NH2, Ci^alkylamino, -GF3, or alkoxy; 

R^ is Ci^alkyl; CB^cycloalkyl; Ce-uaryl which may be optionally substituted with one or 
more substituents selected from the group consisting of halogen, -CF3, Ci.8^kyl, 
Ci^alkylamino, C3^cycloalkylC2.6alkenyl, C6-i4aiylC2^kenyl, -CN, -NO2, -NH2, 
-SR^ -S(0)2R^ -S(0)R\ -S(0)2R^ -C(0)R^ C2^alkenyl which may be optionally 
substituted with a substituent selected from the group consisting of hydroxy, halogen, 
aryl, and heterocycle, and Ci^alkynyl which may be optionally substituted with a 
substituent selected from the group consisting of hydroxy, halogen, aryl, C3. 



« 
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6cycloalkyl, and heterocycle; or heterocycle, optionally substituted with one or more 
substituents selected bom the group consisting of Ci^alkyl, -CN, Ce-uaiylCi^alkyl 
and hetmcycle; 

is Ci^alkyl, optionally substituted with one or more substituents selected from 
5 the group consisting of hydroxy, halogen, -CF3, aryl, and heterocycle; 

is Ci^ alkyl, optionally substituted with one or more substituents selected from 
the groiq> consisting of hydroxy, halogen, aryl, C3-6cycloalkyl and heterocycle; -NH2; 
or heterocycle; 

10 R is hydrogen, halogen,orC|^alkyl; 
3 4 • 

R and R are indq)endently hydrogen; hydroxy; heterocycle, optionally substituted with 
one or more substituents selected from the group consisting of 0x0, hydroxy, 
hydroxyCi-galkyl, halogen, Cj-galkyl, OR' ' and -SR'^(R'^)2; or Co-uaryl substituted 

15 with one or more substituents selected from the group consisting of hydroxy, halogen, 
-CF3, Ci-galkyl, hydroxyCi^alkyl, -CN, -NO2, Ci^alkylamino, heterocycleCi^alkyl, 
-C(0)NH2, -S(0)R^ -S(0)2R\ -C(0)R', .NSO2R', -S(0)2NR V , -OR"' , -C(0)R", 
-C(0)NR'*, -C(0)0R", -NR'', -NC(0)R'', heterocycleC2H6alkenyl, heterocycle which 
may be optionally substituted with one or more substituents selected from the group 

20 consisting of 0x0, Ci^alkyl, and C(0)OR* ' , and Ci^alkyl which may be optionally 
substituted with one or more substituents selected from the group consisting of -CN 
and heterocycle, optionally substituted with -C(0)R' '; provided that R^ and R'' cannot 
both be hydrogen or hydroxy; 

R^and R^ are independently selected from the group consisting of hydrogen, C|. 

25 galkyl, Ci^ alkylamino, Ci^alkylheterocycle, heterocycle, and C3_6cycloalkyl; 

R'^ is Ci^alkyl; 

R^ ' is Ci^aikyl, optionally substituted with one or more substituents selected from 
the group consisting of hydrogen, Ci-«alkyl, -S02NR*R^ and heterocycle, optionally 
substituted with one or more substituents selected from the group consisting of 0x0 
30 and C|-galkyl; 

R^ is hydrogen, halogen,Ci.8alkyl, -NO2, -NH2, Ci-galkylamino, CF3, or alkoxy; 
or a pharmaceutically acceptable derivative thereof. 



wo 01/179S2 



PCTyEPOO/08487 



421 



22. A compound of formula (IV) according to claim 21 wherein Y is a heterocycle 
substituted with one or more substituents selected from the group consisting of halogen, 
Ci^alkyU -NO2, -NH2> Ci^alkylamino, -CF3, or alkoxy; or a phaimaceutically acceptable 
derivative th^eof. More preferred compounds of formula (IV) are compounds wherein X 
is O. Most preferred compounds of formula (TV) are those wherein X is O and Y is a 
heterocycle substituted with one or more substituents selected from the groiq> consisting of 
halogen, Ci.«alkyl, -NO2, -NH2, Ci-galkylamino, -CF3, or alkoxy; or a pharmaceutically 
acceptable derivative thereof. 

23. A compound selected from the group consisting of: 

2-[2-(l-benzothiophcn-2-ylcarbonyl)-4-chlorophenoxy]-N-phenylacetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-( IH-imidazol- 1 -yl)phenyl]acetamide; 

2-[4-chlpro-2-(2-thienylcarbonyl)phenoxy]-N-[2-methyl-4-(l -0x0- 1 lambda-4-',4- 
thiazinan-4-yl)phenyl]acetamide; 

2-(2-ben2oyl-4-chlorophenoxy)-N-[4-(lH- 1 ,2,4-triazol- 1 -yl)phenyl]acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-(4-morphoIinyl)phenyl]acetamide; 

N-[4-(aminosulfonyl)phenyl]-2-(2rbenzoyl-4-chlorophenoxy)acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-{4'[(13'thiazol-2*ylamino)sulfonyl]phenyl}acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-(4-methyl- 1 -piperazinyl)phenyl]acetamide; 

2-(2-ben2oyl-4-chlorophenoxy)-N-i4-(hydroxymethyl)phenyl]acetamide; 

2-(2-ben2oyl-4-chlorophenoxy)-N- {4-[(methylamino)sulfonyl]phenyl} acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-(l -0x0- 1 lambda-4~,4-thiazinan-4- 
yl)phenyl]acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[4-( 1 , 1 -dioxo- 1 lambda-6-,4-thiazinan-4- 
yl)phenyl]acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-[2-methyl-4-(4-morpholinyl)phenyl]acetamide; 

2-(2-ben2oy]-4-chlorophenoxy)-N-{4-[3-(dimethyIamino)propoxy]-2- 
methylphenyl} acetamide; 
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2-(2-benzoyI-4-chlorophenoxy)-N-[4-{ 1 -hydroxyethyl)phenyl]acetamide; 

2-(2-benzoyl-4KihIoix>phcnoxy)-N-[4-(l-hydroxyethyl)phenyI]aceta^ 

2-(2-ben2»yl-4-chIorophenoxy)-N-[2-methyl-4-( 1 -oxo- 1 lambda^4~,4-thiazinaii-4- 
yl)phenyl]acetamide; 

2-(2-benzoyM-chIorophenoxy)-N- {2-inethyl-4-[3-( 1 - 
pyrrolidinyI)propoxy]phenyI}acetamide; 

2-(2-beiizoyl-4-chloTophenoxy)-N-(lH-inda2ol-5-yl)acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-{2-inethyl-4-[3-{4- 
morpholinyl)propoxy]phmyl} acetamide; 

2-{2-benzoyl-4-chlorophenoxy)-N- {4-[3-(l H-imidazol- 1 -yl)propoxy]-2- 
methylphenyl) acetamide; 

2-(2-benzoyl-4-chlorophenoxy)-N-(lH-indazol-6-yI)acetamide; 

» 

2-[4-chloro-2«(2-thienylcarbonyl)phenoxy]-N-(lH-inda2»l-5-yl)acetamW^^ 

2-[4-chIoro-2-(2-fiiroyl)phenoxy]-N-(lH-indazol-5-yl)acetamide; 

244-cMoro-2-(3-thienylcaibonyl)phenoxy]-N-(lH-indazol-5-yl)acetm 

2-[4-chloro-2-(2-thienylcarbonyl)phenoxy]-N-{2-methyl-4-[3-(4- 
moq>holinyl)propoxy]pheny 1} acetamide; 

2-[4-chloro-2-(2-thienylcarbonyl)phenoxy3-N-[4-( 1 -oxo- 1 lambda-4~,4-thiazinan-4- 
yl)phenyl]acetamide; 

2-(2-baizoyl-4-chlorophOTOxy)-N- {2-methyl-4-[3-( 1 -oxo- 1 lambdaM~,4-thiazinan-4- 
yl)propoxy]phenyl} acetamide; 

2-[4-chloro-2-(2-furoyI)phenoxy]-N-[2-methy l-4-( 1 -oxo- 1 lambda~4~,4-thiazinan-4- 
yl)phenyl]acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-(2-benzoyI-4-chlorophenoxy)acetami^^^ 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chIoro-2-(2- 
thienylcarbonyl)phenoxy]acetamide; 

2-[2-{ 1 -benzofuran-2-ylcarbony l)-4-chlorophenoxy]-N-phenylacetamide 
2-[4-chloro-2-( 1 ,3-thia2ol-2-y Icarbony l)phenoxy]-N-pheny lacetamide; 
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N-[4-(aminosulfonyl)-2-methylph€3iyl]-2-[4H;Uon>-2-(2-furoyl)^^ 

2-[4<hloro-2-(2-fun)yl)phenoxy]-N-(lH-indazol-6-yl)acetamide; 

2-[4-chloro-2-(3-fiiroyl)phenoxy]-N-[2-methyI-4-(l -oxo-1 lambda-4-,4.thiazinan-4- 
yl)phenyl]acetainide; 

2-[4-chIoro-2-(3-thienylcarbonyl)phenoxy]-N-[4-(l-oxo- 1 lambda'-4-,4-thia2man-4- 
yl)phenyl]acetamide; 

2-[4-chloro-2-(3 -thieny Icaibony l)phCToxy]-N-[2-methy l-4-( 1 -oxo- 1 lambda-4-,4- 
thiazman-4-yl)phenyl]acetaniide; 

2-{4-chloro-2-[(l-methyl-lH-pyrrol-2-yl)carbonyl]phenoxy}-N-phenylacetam 

2-(4-chloro-2-{[5-(2-pyridinyl)-2-thienyl]caibonyl}phenoxy)-N-phenylacet^ 

2-[4-chloro-2-{ 1 3-thiazol-2-ylcaibonyl)phenoxy]-N-<l H-indazol-5-yl)acetami^^^ 

2-[4-chloro-2-( 1 ,3-thiazol-2-ylcarbonyl)phenoxy]-N-[2-methyl-4-( I-oxo- 1 lainbda'-4-,4- 
thiazinan-4-yl)phenyl]acetamide; 

2-[4-chloro-2-(3-cyanobeiizoyl)phenoxy]-N-[2-methyl-4-( 1 -oxo- 1 Iainbda'^,4-thiazinan- 
4-yl)phenyI]acetamide; 

2-[4-chIoro-2-(3-pyridinylcarbonyl)phenoxy]-N-[2-methyl-4-( 1 -oxo- 1 lainbda'-4~,4- 
thiazinan*-4-yl)phenyl]acetainide; 

2-[2-(2-bromoben2oy l)-4-chlorophenoxy]-N-[2-methyl-4-( 1 -oxo- 1 lambda-4--,4-thiazinan- 
4-yl)phenyl]acetamide; 

2-[2-(4-bromobenzoyl)-4-chIorophenoxy]-N-[2-methyl-4-( 1 -oxo- 1 lambda~4^,4-thiazinan- 
4-yl)phenyl]acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[2-(2-broinobeiizoyl)-4- 
chlorophenoxyjacetamide; 

2-{4-chloro-2-((5-methyl-3-isoxazolyI)carbonyl]phenoxy}-N-[2-methyI-4-(l-oxo- 
llambda~4^,4-thiazinan-4-yI)phenyl]acetainide; 

2-[4-chIoro-2-(3-fluorobenzoyl)phenoxy]-N-[2-methyI-4-(l -oxo- 1 lambda'-4-,4-thiazinan- 
4-yl)phenyl]acetamide; 

2-[4-chloro-2-(3-chlorobenzoyI)phenoxy]-N-[2-methyl-4-(lK)xo-llambda~4~,4-thi^^ 
4-yl)phenyI]acetainide; 

N-[4-(aminosuIfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- 
cyanobenzoyi)phenoxy]acetamide; 
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N-[4-{aminosulfonyl)-2Tmethylphenyl]-2-[4-chloro-2-(3- 
fluorobenzoyl)phenoxy]acetamide; 

N-[4-(aminosiilfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- 
chlorobenzoyl)phenoxy]acetaimde; 

2- {4'K:hIoro-2-[(4-cyano-2-thienyl)carbonyl]phenoxy}-N-[2-methyl-4-(l -oxo- 
1 lambda-4-',4-thia2iiian-4-yl)phenyl]acetamide; 

N-[4-(ammosulfonyl)-2-methylphenyl]-2-{4-chloro-2-[(4-cyano-2- 
thienyl)carbonyl]phenoxy } acetamide; 

2-{4-chloro-2-[3-(trifluoromethyl)ben2oyl]phenoxy}-N-[2-methyl-4-(l-oxo- 
1 lambda'^4~,4-thiazinan-4-yl)phenyl]acetamide; 

2-[2-(3-bromobenzoyl>4-chlorophenoxy]-N-[2-me%l-4-(lK>xo-llambda'-^ 
4-yl)phenyl]acetamide; 

2-[4-chloro-2-(3,5-difluoroben2oy I)phenoxy]-N-[2-methyl-4-(l -oxo- 1 lambda-4--,4- 
thiazinan-4-yl)phenyl]acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[2-(3-bromoben2oyl>4- 
chlorophenoxyjacetamide; 

2-[4-chloro-2-(3-methylben2oyl)phenoxy]-N-[2-methyl-4-( I -oxo- 1 lambda-4-,4- 
thiazinan-4-yl)phenyI]acetamide; 

2-[4-chloro-2-(3-cyanobeiizoyl)phenoxy]-N-(5-methyl- 1 H-indazoI-6-y l)acetaniide; 

N-[4-(aminosuIfonyl)-2-methylphenyl]-2-[4-chloro-2-(3- 
pyridinylcarbonyl)phenoxy]acetainide; 

2-[4-chloro-2-(3-cyanobenzoyl)phenoxy]-N- {2-methyl-4-[3-( 1 - 
pyrrolidmyl)propoxy]phenyl} acetamide; 

N-[4~(aminosulfonyl)-2-methylph«iyl]-2- {4-chloro-2-[( 1 -methyl- 1 H-imidazol-2- 
yl)carbonyl]phenoxy } acetamide; 

N-(4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-{ 1 ,3-thiazol-2- 
ylcarbonyI)phenoxy]acetamide; 

2-[4-chloro-2-(3,5-difluorobenzoyl)phenoxy]-N- {2-methyl-4-[3-(l - 
pyrrolidinyl)propoxy]phenyl}acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3,5- 
difluorobenzoyl)phenoxy]acetamide; 
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2- {4-chloro-2-[3-fluoio-5-(trifluon)niethyl)benzoyl]phenoxy } -N-[2-meth^^ 
1 lambda'-4~,4-thiaziiian-4-yI)pheny Ijacetamide 

N-( 1 3-ben2X)thiazol-6-yl)-2-(2-benzoyi-4-chIorophenoxy)acetan)ide 

2-{4-chloro-2- {3-[(trifluoromethyl)sulfanyl]benzoyl}phenoxy)-N-[2-methyl-4-( 1 -oxo- 
1 lainbda~4^,4-thiazinan-4-yl)phenyl]aceta2nide 

2-[4-chloro-2-(3-ethynylbenzoyl)phenoxy]-N-[2-methyl-4-(l-oxo-llambda'^ 
thiazinan-4-yl)phenyl]acetainide; 

2-[4-chloro-2-(3,5-dichIorobenzoyl)phenoxy]-N-[2-methyl-4-{ 1 -oxo- 1 lambda-4-',4- 
thiazinan-4-yl)phenyl]acetamide; 

N-[4-(aininosulfonyl)-2-methylphenyl]-2-[4-chIoro-2-(3,5- 
dichlorobenzoyl)phenoxy]acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyI]-2-{4-chloro-2-[3-fluoro-5- 
(trifluoromethy l)beii2oy IJphenoxy } acetamide; 

N-{13-benzothiazol-6-yl)-2-[4-chloro-2-(3,5-difluorobenzoyl)phenoxy]acetam 

2-[4-chloro-2-(3-cyanoben2oyl)phenoxy]-N-(2-methyl- 1 ,3-benzothiazol-S-yl)acetaniide 

N-[4-(aminosulfonyl)-2-methyIphenyI]-2-(4-chloro-2-{3- 
[(tnfluoromethyl)sulfanyl]benzoyl}phenoxy)acetamide; 

N-[4-(aminosulfonyl)-2-methyIphenyl]-2-[4-chloro-2-(3- 
ethynylbenzoyl)phenoxy]acetamide; 

2-(2-benzoyl«4-chlorophenoxy)-N-[4-(methylsulfonyI)phenyl]acetam^^^ 

N-[4-(aminosulfonyl)-2-methylphenyI]-2-{4-chloro-2-[3-(2- 
cyclopentylefhynyl)benzoyl]phenoxy } acetamide; 

2-{4-chlon)-2-[3-fluoro-5-(trifluoroniethyl)benzoyl]phenoxy}-N-(5-methyl-lH-m^ 
yl)acetamide; 

2-[4-chloro-2-(3,5-dichlorobenzoyl)phenoxy]-N-(5-raethyl-lH-indazol-6-yl)acetam 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-{4-chloro-2-[3-(2- 
phenylethynyl)benzoyl]pheaoxy } acetamide; 

2-[4-chloro-2-(3,5-difluorobenzoyl)phenoxy]-N-(5-methyI-lH-indazol-6-yI)acetamide; 

2-[4-chloro-2-(3,5-difluoroben2oyl)phenoxy]-N-[2-methyl-4- 
(methylsulfonyl)phenyl]acetamide; 
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N-( 1 ^-benzisothiazol-S -y l)-2-[4-chloro-2-(3-cyanobenzoyl)phenoxy]acetamide; 

2-[4-chloro-2-(3,5-dichlorobenzoyl)phenoxyl-N-(5-methyl' 1 H-beiiziniidazol-6- 
yl)acetainide; 

2-[4-chloro-2-(3,5-difluorobenzoyl)phenoxy]-N'<5-methyl-lH-benzimida2ol-6- 
yl)acetamide; 

2- {4-chloro-2-[3-fluoro-5-(tri£luoromethyl)benzoyl]phenoxy} -N-(5-methyI-lH- 
benzimidazoI-6-yl)acetaniide 

2-[4-chloro-2-(3 ,5-di fluorobenzoyl)phenoxy]- 1 -(23 -dihydro- 1 H-indol- 1 -y 1)- 1 -ethanone; 

2-[4-chloro-2-(3-cyanobenzoyl)phenoxy]-N-[2-methyl-4- 
(methylsulfonyl)phenyl]acetamide; 

2-[4-chloro-2-(3-ethynylben2oyl)phenoxy]-N-[2-methyI-4- 
(methyisulfonyl)phenyl]acetamide; 

N-{4-[3-(aininosulfonyl)propoxy]-2-methylphenyl}-2-{4-chloro-2-'(3,5- 
diiIuorobenzoyl)phenoxy]acetainide; 

2-{2-[3,5-bis(trifluoromethyl)benzoyl]-4-chlorophenoxy}-N-(5-methyl-lH-ben^^ 
6-'yl)acetamide; 

2- {2-[(5-brom(>-3-pyridinyl)carbony I]-4-chlorophenoxy} -N-(5 -methyl- 1 H-benzimidazoI- 
6-yl)acetainide; 

2- {4-chloro-2-[3-fluoro-5-(trifluoromethyl)benzoyl]phenoxy } -N-(6-methyI- 1 ,3- 
beiizothiazol-S-yl)acetamide; 

N-{4-[3-{aminosulfonyl)propoxy]-2-methyIphenyl}-2-{4-chloro-^^^ 
(trifluoromethy l)benzoyI]phenoxy } acetamide; 

N-[4-(amiiiosulfonyl)-2-methylphenyl]-2-(4-chloro-2- {3 - 
[(trifluon)methyl)sulfonyl]benzoyl}pheiioxy)acetainide; 

2-[4-cMoro-2-(3,5-difluorobenzoyl)phenoxy]-N-[4-<l,3-thiazoI-2-yI)phenyI]acet^ 

2-[4-chloro-2-(3,5Kiifluorobenzoyl)phenoxy]-N-[4-(l,3-oxa2ol-2-yl)phenyl]acetainide 

2-[4-chloro-2-(3,5-difluorobenzoyl)phenoxy]-N-(4-[(3-hydroxypropyI)sulfonyl]-2- 
methylphenyl} acetamide; 

2- {4-chloro-2-[3-fluoro-5-(trifluoromethyl)benzoyl]phenoxy } -N-(2-methyI-4- {3- 
[(methylamino)sulfonyl]propoxy}phenyl)acetamide; 
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2- {4-chloro-2-[3-fluoro-5-(trifluoromethyl)benzoyl]phenoxy} -N-(4- {3- 
[(dimethylammo)sulfonyI]propoxy}-2-methylphenyi)acetami^^ 

N-[4-(aminosiUfonyl>2-methylphenyl]-2-{2-[(5-biomo-3-pyridinyl)cart^ 
chlorophenoxy } acetamide; 

2- {4-chloro-2-[3-fluoro-5-(trifluoroinethyl)benzoyl]phenoxy} -N-{4-[3-( 1 H-imidazol- 1 - 
yl)propoxy]-2-methylphenyl} acetamide; 

2- {4-chloro-2-[3-fluoro-5-(tri fluoromethy l)benzoyI]phenoxy} -N- {2-methyI-4-[(E)-4-( I - 
pyrrolidinyl)-! -buteny l]pheny 1 } acetamide; 

^-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-cyano-5- 
fluoroben2oyl)phenoxy]acetamide; 

^-[4-(aminosulfonyl)-2-methylpheny]]-2-[4-chloro-2-(3-cyano-5- 
methylbenzoyl)phenoxy]acetamide; 

W-[6-(aminosulfonyl)-4-methyl-3-pyridinyl]-2-[4-chloro-2-(3-cyano-5- 
methylbenzoyi)phenoxy]acetamide; 

A^[4-(aminosulfonyl)-2-methylphenyI]-2-[4-chloro-2-(3-chlorO'5- 
cyanobenzoyI)phenoxy]acetaniide; 

Ar-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chIoro-2-(3,5- 
diinethylbenzoyl)phenoxy]acetamide; 

• * 

iV-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-cyano-5- 
ethylbenzoyl)phenoxy]acetamide; 

2-[4-chloro-2-(3-cyano-5-methylbenzoyl)phenoxy]-Ar-{4-[3-(2,5-dihydro-l//-pyrrol-l- 
yI)propoxy]-2-methylphenyl} acetamide hydrochloride; 

/V-[4-(aminosulfonyI)«2-methylphenyl]-2-[4-chloro-2-(3-chlorD-5- 
methylbeiizoyl)phenoxy]acetamide; 

iV-[4-(aminosulfonyl)-2-methylphenyI]-2-[4-chloro-2-(3,5- 
dichlorobenzoyl)phenoxy]acetamide; 

^-(4-(amiiiosulfonyl)-2-methylphenyl]-2-{4-chloro-2-[(6-cyano-2- 
pyridinyl)carbonyl]phenoxy } acetamide; 

7V-[6-(aminosuIfonyl)-'2-methyl-3-pyridinyl]-2-[4-chloro-2-(3-cyano-5- 
methylbenzoyI)phenoxy]acetamide; 

M[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3,5- 
dicyanoben2oyl)phenoxy]acetamide; 
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yV-[4-(aminosulfonyI)-2-methylphenyl]-2-{4-chloro-2-[3-cyano-5- 
(triiluoromethyl)benzoyl]phenoxy}acetainide; 

and phaimaceutically acceptable derivatives th^mf. 

24. A compound selected fiom tbe group consisting of compound number 7, 32, 33, 36 
38, 44, 45, 49, 51, 52, 61, 65, 66, 71, 75, 76, 1 1 1, 1 12, 1 15, 1 18, 1 19, 128, 129, 171,' 172, 
191, 192, 199, 200, 206, 207, 224, 225, 232, 233, 235, 236, 246, 247, 253, 254, 255, 256, 
259, 260, 261, 262, 264, 265, 267, 268, 288, 289, 290, 409, 412, 428, 430, 431, 433, 491, 
564, 587, 475, 478, 498, 593, 483, 637, 503, 601, 658 and pharmaceutically acceptable 
derivatives thereof. 

25. A compound selected from the group consisting of: 

N-[4-(aminosulfonyl>2-methylphenyl]-2-[4-diIoro-2-(3- 
cyanobenzoyl)phenoxy]acetamide; 

N-[4-(aniinosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-fluoro-5- 
(tri£luoromethyl)benzoyl]acetamide; 

N- {4-[3-(aminosulfonyl)propoxy ] -2-methy Iphenyl } -2- {4-chloro-2-[3 -fluoio-5- 
(trifluomethyl)benzoyl]phenoxy}acetamide; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-cyano-5- 
£luorobenzoyl)phenoxy]acetamide; 

N-[4-(aminosulfonyl)-2-'methylphenyl]-2-[4-cliloro-2-(3-cyano-5- 
methylbenzoyl)phenoxy]acetamide; 

N-[6-(amihosulfonyl)-4.methyl-3-pyridinyl]-2-[4-chloro-2-(3-cyano-5- 
methylbenzoyl)phenoxy]acetamide; 

N-[4-{aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-chloro-5- 
cyanobenzoyl)phenoxy]acetamide; 

N-(4-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3,5- 
dimethylbenzoyl)phenoxy]acetamtde; 

N44-(aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3-cyano-5- 
ethylben2oyl)phenoxy]acetamide; 

2-[4-chloro-2-(3-cyano-5-methylbenzoyl)phenoxy]-N-{4-[3-(2,5-dihydro-lH-pyrrol-l- 
y l)propoxy]-2-methylpheny I } acetamide hydrochloride; 

N-[4-(aminosulfonyl)-2-methylphenyl]-2-(4-chloro-2-(3-chloro-5- 
methyIbenzoyI)phenoxy]acetamide; 

N-[4-{aminosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3,5- 
dichlorobenzoyl)phenoxy]acetamide; 
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N-[4-(aminosulfonyl)-2-mcthylphenyl]-2-{4-chloro-2-[(6-cyano-2- 
pyridinyl)carbonyl]phenoxy } acetamide; 

N46-(aminosulfonyl)-2-methyl-3-pyridinyl]-2-[4-chloro-2-<3-cyano-5- 
5 methylbenzoy])phenoxy]acetamide; 

N-[4-{anunosulfonyl)-2-methylphenyl]-2-[4-chloro-2-(3,5- 
dicyanobenzoyl)phenoxy]acetamide; 

1 0 and pharmaceutically acceptable derivatives thereof. 

26. A compound according to any of claims 1, 3, 4, 5, 6, 7, 17, 1 8, or 19 wherein R' is 
14 aryl substituted in the meta position, particularly with halogen and wherein is 
hydrogen and R"* is Ce-uaryl substituted with Ci^alkyl, in particular methyl. 

15 

27. A method of treatment of a viral infection in a mammal comprising administering to 
said mammal an antivirally effective amount of a compound according to any of claims 1 
to 26. 

20 28. The method according to claim 27 wherein the viral infection is an HIV infection. 

• * 

29. A method of inhibiting HIV reverse transcrptase comprising administering to a 
mammal an effective amount of at compound according to any of claims 1 to 26. 

25 30. A method of preventing HIV infection, or of treating HIV infection, comprising 

administering to a mammal an effective amount of a compound according to any of claims 
1 to 26. 

3 1 . Use of a compound according to any of claims 1 to 26 in the manufacture of a 
30 medicament for the treatment of an HIV infection. 

32. Use of a compound according to any of claims 1 to 26 in the treatment or prophylaxis 
of a viral infection. 

35 33. The use according to claim 32 wherein the viral infection is an HTV infection. 

34. A pharmaceutical composition comprising an effective amount of a compound 
according to any of claims 1 to 26 together with a pharmaceutically acceptable carrier. 

40 35. A pharmaceutical composition according to claim 34 in the form of a tablet or 
capsule. 

36. A pharmaceutical composition according to claimi 34 in the form of a liquid. 
45 37. A compound as claimed in claims I to 26 for use as a medicament 
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